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L7 ANSWER 1 OF 13 HCAPLUS COPYRIGHT 1998 ACS 
AN 1997:625618 HCAPLUS 
DN 127:304120 

TI Recombinant tumor-specific antigen-encoding adenoviral vectors for 

human tumor gene therapy 
IN Boon, Falleur; Duffour, Marie-therese ; Haddada, Hedi; Lurquin, 

Christophe; Perricaudet, Michel; Uyttenhoveghesquiere, Catherine; 

Warnier, Guy 

PA Rhone-Poulenc Rorer S.A., Fr.; Ludwig Institute for Cancer Research; 

Boon, Falleur; Duffour, Marie-Therese; Haddada, Hedi; Lurquin, 

Christophe; Perricaudet, Michel; Uyttenhoveghesquiere, Catherine; 

Warnier, Guy 
SO PCT Int. Appl., 41 ^p. 

CODEN: PIXXD2 
PI WO 9734009 Al 970918 



W: 


AL, 


AU, 


BA, 


BB, 


BG, 


BR, 


CA, 


CN, 


CU, 


CZ, 


EE, 


GE, 


GH, 


HU, 


IL, 


IS, 




JP, 


KP, 


KR, 


LC, 


LK, 


LR, 


LT, 


LV, 


MG, 


MK, 


MN, 


MX, 


NO, 


NZ, 


PL, 


RO, 




SG, 


SI, 


SK, 


TR, 


TT, 


UA, 


US, 


UZ, 


VN, 


YU, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 




RU, 


TJ, 


TM 




























RW: 


AT, 


BE, 


BF, 


BJ, 


CF, 


CG, 


CH, 


CI, 


CM, 


DE, 


DK, 


ES, 


FI, 


FR, 


GA, 


GB, 




GR, 


IE, 


IT, 


LU, 


MC, 


ML, 


MR, 


NE, 


NL, 


PT, 


SE, 


SN, 


TD, 


TG 







AI WO 97-FR435 970312 
PRAI FR 96-3207 960314 
DT Patent 
LA French 

AB A method for treating human tumors by gene therapy is disclosed. In 
particular, defective recombinant viruses with a sequence coding for 
a human tumor-specific antigen, and the use thereof for treating or 
preventing human tumors, as well as producing specific cytotoxic 
T-cells (CTLs) in vitro or ex vivo, are disclosed. Preferred 
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tumor-speciic antigens are Mage-1, Mage-3, Bage, Rage and Gage. 
Pharmaceutical compns . comprising said viruses, particularly in 
injectable form, are also disclosed. 
IC ICM C12N015-86 

ICS C07K014-705; A61K048-00; C12N005-10; A61K039-00; C12N015-12 
CC 3-5 (Biochemical Genetics) 

Section cross-reference (s) : 1 
IT DNA sequences 

(of tumor antigen Mage-1, Mage-3 and P1A 
peptide-encoding DNA of mammal) 
IT 197253-12-6 

RL: BUU (Biological use, unclassified); PRP (Properties); BIOL 
(Biological study); USES (Uses) 

(Mage-1 peptide-encoding sequence; 

recombinant tumor-specific antigen-encoding adenoviral vectors 
for human tumor gene therapy) 

L7 ANSWER 2 OF 13 HCAPLUS COPYRIGHT 1998 ACS 
AN 1996:610305 HCAPLUS 
DN 125:273611 

TI Peptides derived from tumor rejection antigen precursor molecule 
MAGE-1 that bind MHC molecule HLA-C clone 10, and their uses 

IN Van der Bruggen, Pierre; Boon-Falleur , Thierry 

PA Ludwig Institute for Cancer Research, USA 

SO U.S., 6 pp. Cont . -in-part of U.S. Ser. 8,4 4 6, abandoned. 
CODEN: USXXAM 

PI US 5558995 A 960924 

AI US 94-195186 940214 

PRAI US 93-8446 930122 

DT Patent 

LA English 

AB The invention relates to the identification of complexes of 

HLA-C-clone 10 and MAGE-1 derived peptides on the surfaces of 
abnormal cells. These peptides presented by HLA-C-clone 10 are 
identical to those presented by HLA-A1 . These peptides can 
therefore be used in the diagnosis of melanoma and in treatment by 
selection of pools of cytotoxic T-lymphocytes . 

IC ICM C12N005-08 

ICS C07K007-06; C07K007-08; G01N033-68 

NCL 435007240 

CC 15-2 ( Immunochemistry) 

IT 168836-14-4 170140-66-6 170173-06-5 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological 
study); USES (Uses) 

(amino acid sequence; peptides derived from tumor 

rejection antigen precursor mol . MAGE-1 that 

bind MHC mol. HLA-C clone 10, and their uses) 

L7 ANSWER 3 OF 13 HCAPLUS COPYRIGHT 1998 ACS 
AN 1996:494712 HCAPLUS 
DN 125:165697 

TI Monoclonal antibodies which bind to tumor rejection antigen 

precursor MAGE-1 and recombinant MAGE-1 oligopeptides 
IN Chen, Yao-tseng; Stockert, Elisabeth; Chen, Yachi; Garin-chesa, 

Pilar; Rettig, Wolfgang J.; Van, Der Bruggen Pierre; Boon-f alleur, 

Thierry; Old, Lloyd J. 
PA Ludwig Institute for Cancer Research, USA; Cornell Research 
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Foundation, Inc . 
SO U.S., 14 pp. Cont.-in-part of U.S. Ser. No. 37,280. 

CODEN: USXXAM 
PI US 5541104 A 960730 
AI US 94-190411 940201 
PRAI US 91-705702 910523 

US 91-728838 910709 

US 91-764365 910923 

US 91-807043 911212 

US 93-37230 930326 
DT Patent 
LA English 

AB The invention relates to monoclonal antibodies which specifically 
bind to the tumor rejection antigen precursor mol. MAGE-1, 
hybridomas which produce these monoclonal antibodies, and their use. 
Also described is a recombinant form of MAGE-1, peptides which are 
useful as immunogens, and immunogenic compns . contg. the peptides 
and an adjuvant. In example, demonstrated were mol. cloning of 
recombinant MAGE-1 gene from human melanoma cell line MZ2-MEL 3.1, 
prepn. of peptides for raising monoclonal antibodies, binding of the 
monoclonal antibody 4 54 to testis lysate and MAGE-l-pos. melanomas, 
etc . 

IC ICM C12P021-04 

ICS C12P021-08; C12N005-00; C07K016-00 
NCL 435240270 
CC 15-3 (Immunochemistry) 

Section cross-reference (s) : 3 
IT Deoxyribonucleic acid sequences 

Protein sequences 

Testis 

(prepn. of monoclonal antibodies and recombinant peptides of 
tumor rejection antigen precursor MAGE-1 as 
immunogen) 
IT 180473-66-9 

RL: PRP (Properties) 

(nucleotide sequence; prepn. of monoclonal antibodies 
and recombinant peptides of tumor rejection antigen precursor 
MAGE-1 as immunogen) 



L7 ANSWER 4 OF 13 HCAPLUS COPYRIGHT 1998 ACS 
AN 1996:22405 HCAPLUS 
DN 124:53579 

TI MAGE-1 -specific precursor cytotoxic T-lymphocytes present among 

tumor-infiltrating lymphocytes from a patient with breast cancer: 

characterization and antigen-specific activation 
AU Toso, John F.; Oei, Coreen; Oshidari, Farshid; Tartaglia, James; 

Paoletti, Enzo; Lyerly, H. Kim; Talib, Sohel; Weinhold, Kent J. 
CS Departments of Pathology and Surgery, Duke University Medical 

Center, Durham, NC, 27710, USA 
SO Cancer Res. (1996), 56(1), 16-20 

CODEN: CNREA8; ISSN: 0008-5472 
DT Journal 
LA English 

AB A potential target for development of tumor-specific 

immunotherapeutic strategies is the MAGE-1 gene. The authors have 
utilized a recently developed recombinant canarypox (ALVAC) virus 
vector contg. the MAGE-1 gene (vCP235) to activate CTLs from a 
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breast cancer patient bearing a MAGE-1+ tumor. Tumor-infiltrating 
lymphocytes (TILs) obtained from the tumor of a patient were 
stimulated in vitro with irradiated autologous peripheral blood 
mononuclear cells acutely infected with the vCP235 construct. These 
TILs preferentially expanded approx. 6-fold over a 16-day culture 
period and specifically recognized an allogeneic transformed B-cell 
line acutely infected with a vaccinia-MAGE-1 recombinant targeting 
vector (vP1188) in the context of HLA-A2 and/or B7 . TCR V.beta. 
anal, of in vitro expanded T cells by a quant, multiprobe RNase 
protection assay revealed preferential expansion of TCR V.beta. 6. 3 
and V.beta. 6. 4. In addn., homologous T-cell receptor .beta. CDR3 
joining sequences were found in the in vitro stimulated cultures. 
These results suggest that tumor antigen-specific, MHC-restricted 
CTLs may be derived from precursor CTLs present in TILs obtained 
from patients with MAGE-1+ tumors by in vitro stimulation with 
recombinant avipox MAGE-1 virus-infected autologous cells. 
Collectively, these findings provide a rationale for tumor-assocd. 
antigen-based immunization as a means of activating precursor CTLs 
residing in patients with tumors expressing defined tumor-assocd. 
antigens such as MAGE-1. 
CC 15-8 (Immunochemistry) 

Section cross-reference (s) : 3, 14 
IT Protein sequences 

(TCR .beta. -subunit VDJ CDR3 junction sequences in 
MA.GE-1-specif ic precursor cytotoxic 

T-lymphocytes present among tumor-infiltrating lymphocytes from 
human with breast cancer) 
IT Gene, animal 

RL: BOC (Biological occurrence); PRP (Properties); BIOL (Biological 
study); OCCU (Occurrence) 

(TCR . beta . -subunit VDJ CDR3 junction sequences in 
MAGE-l-specif ic precursor cytotoxic 

T-lymphocytes present among tumor-infiltrating lymphocytes from 
human with breast cancer) 
IT Antigen receptors 
Receptors 

RL: BOC (Biological occurrence); BIOL (Biological study); OCCU 
(Occurrence) 

(TCR .alpha. .beta. (T-cell antigen receptor . alpha beta .) , 
.beta. -subunit, genes for; TCR . beta . -subunit VDJ CDR3 junction 
sequences in MAGE-l-specif ic 

precursor cytotoxic T-lymphocytes present among 
tumor-infiltrating lymphocytes from human with breast cancer) 

L7 ANSWER 5 OF 13 HCAPLUS COPYRIGHT 1998 ACS 
AN 1995:874800 HCAPLUS 
DN 123:283637 

TI Monoclonal antibodies which bind to tumor rejection antigen 

precursor MAGE-1, recombinant MAGE-1, and MAGE-l-derived immunogenic 
peptides 

IN Chen, Yao-Tseng; Stockert, Elisabeth; Chen, Yachi; Garin-Chesa, 

Pilar; Rettig, Wolfgang J.; Van Der Bruggen, Pierre; Boon-Falleur , 

Thierry; Old, Lloyd J. 
PA Ludwig Institute for Cancer Research, USA; Memorial Sloan-Kettering 

Cancer Center 
SO PCT Int. Appl., 33 pp. 

CODEN: PIXXD2 
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PI WO 9520974 Al 950810 

DS W: AU, CA, CN, FI, JP, NO, NZ 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 
AI WO 95-US95 950105 
PRAI US 94-190411 940201 
DT Patent 
LA English 

AB Monoclonal antibodies are provided which specifically bind to the 

tumor rejection antigen precursor mol . MAGE-1, as well as hybridomas 
which produce these monoclonal antibodies, and their use. Also 
described is a recombinant form of MAGE-1, peptides which are useful 
as immunogens, and immunogenic compns . contg. the peptides and an 
adjuvant . 
IC ICM A61K038-04 

ICS A61K038-10; A61K038-16; A61K039-395; A61K045-00; C07K014-46; 
C07K014-435; C07K016-30; C12N005-20; G01N033-53; G01N033-536 
CC 15-3 (Immunochemistry) 

Section cross-reference (s ) : 3 
IT Protein sequences 

(of tumor rejection antigen precursor MAGE-1 
from human) 
IT Deoxyribonucleic acid sequences 

(complementary, for tumor rejection antigen precursor 
MAGE-1 from human) 
IT 169440-60-2P 

RL: BPN (Biosynthetic preparation); PRP (Properties); BIOL 
(Biological study); PREP (Preparation) 

(nucleotide sequence; monoclonal antibodies which bind 
to tumor rejection antigen precursor MAGE-1, 
recombinant MAGE-1, and MAGE- 
1-derived immunogenic peptides) 

L7 ANSWER 6 OF 13 HCAPLUS COPYRIGHT 1998 ACS 
AN 1995:826118 HCAPLUS 
DN 123:225742 

TI Multiple specificities in the repertoire of a melanoma patient's 
cytolytic T lymphocytes directed against tumor antigen MAGE-1. Al 

AU Romero, Pedro; Pannetier, Christophe; Herman, Jean; Jongeneel, C. 
Victor; Cerottini, Jean-Charles; Coulie, Pierre G. 

CS Ludwig Inst, for Cancer Res., Univ. of Lausanne, Epalinges, CH-1066, 
Switz. 

SO J. Exp. Med. (1995), 182(4), 1019-28 

CODEN: JEMEAV; ISSN: 0022-1007 
DT Journal 
LA English 

AB Peptide MAGE-1. Al is a nonamer derived from protein MAGE-1 that can 
assoc. with the HLA-A1 mol. It was shown previously to be 
recognized by an antitumor cytolytic T lymphocyte (CTL) clone 
derived from the blood of melanoma patient MZ2 . We derived two 
other anti-MAGE-1 . Al CTL clones from different blood samples of the 
same patient and compared the fine specificity of recognition of the 
three CTL by testing them on variant MAGE-1. Al peptides 
incorporating different amino acid substitutions. The epitopes 
recognized by the CTL proved to be different. While modifications 
of residues at positions 5, 6, or 7 in the antigenic peptide 
affected recognition by the three CTL, each of the modifications of 
residues at positions 1, 4, or 8 affected recognition by one CTL 
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only. The sequences of both the .alpha, and .beta, chains of the T 
cell antigen receptor of the three CTL were completely different. 
The results indicate a long-lasting diversity in terms of fine 
specificity and of T cell antigen receptor structure in the 
repertoire of antitumor CTL derived from the blood of a melanoma 
patient and directed against a defined tumor antigen. 
15-8 ( Immunochemistry) 
Protein sequences 

(TCR receptor; multiple specificities in the repertoire of a 
melanoma human's cytolytic T lymphocytes directed against tumor 
antigen MAGE-1. Al) 

ANSWER 7 OF 13 HCAPLUS COPYRIGHT 1998 ACS 

1995:764993 HCAPLUS 

123:331445 

Sequence analysis of the MAGE gene family encoding human 
tumor-rejection antigens 

Imai, Yasuhisa; Shichijo, Shigeki; Yamada, Akira; Katayama, 
Takafumi; Yano, Hirohisa; Itoh, Kyogo 

Department of Immunology/ Kurume University School of Medicine, 

Kurume, 830, Japan 

Gene (1995), 160(2), 287-90 

CODEN: GENED6; ISSN: 0378-1119 

Journal 

English 

The MAGE multigene family, which includes the MAGE-1 and -3 genes 
that encode tumor-rejection antigens on HLA-A1 recognized by 
cytotoxic T-lymphocytes (CTL) , is preferentially expressed at the 
mRNA level on human malignant cells, but not on normal cells. 
However, little is known about the MAGE- 4 , MAGE- 4 1 , and MAGE- 6 
genes. In this study, 1040 bp (MAGE-1), 1061 bp (MAGE-3 and 
MAGE- 6) , and 1064 bp (MAGE-4 and MAGE- 4 1 ) cDNA fragments, including 
the entire coding sequences (927-951 bp), were amplified using the 
reverse transcription-polymerase chain reaction (RT-PCR) method 
followed by nucleotide (nt) sequencing. One member had >80 or 66% 
homol. with the other members at the nt or deduced amino acid (aa) 
levels, resp. Higher homol. was found between MAGE-3 and -6 (98% at 
the nt level) and also between MAGE-4 and -41 (98%) . The results of 
this investigation demonstrated high homol., as well as the clear 
differences between the members of the MAGE family at the coding 
sequence level. 
3-3 (Biochemical Genetics) 
Section cross-reference (s ) : 6, 13 
Gene, animal 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(MAGE-1; sequence anal, of the MAGE 

gene- family encoding human tumor-rejection antigens) 

ANSWER 8 OF 13 HCAPLUS COPYRIGHT 1998 ACS 

1995: 634555 HCAPLUS 

123:31227 

Cloning and characterization of the complete MAGE-1 antigen gene and 
immunogenicity of its peptide fragments 

Fikes, John D. ; Livingston, Brian D.; Sette, Alessandro D. ; Sidney, 
John C. 

Cytel Corp., USA 
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AI WO 94-US8721 940802 
PRAI US 93-103623 930806 
DT Patent 
LA English 

AB The complete nucleotide and amino acid sequences of the human MAGE-1 
antigen are provided. Peptides from residues of the C-terminal are 
used to define epitopes that stimulate HLA-restricted cytotoxic T 
lymphocyte activity against MAGE-1 antigens. The peptides are 
particularly useful in methods for stimulating the immune response 
of individuals against MAGE-1 antigens assocd. with melanomas. 

IC ICM A61K038-00 

ICS A61K039-00; C07H021-04; C12N001-19; C12N001-21; C12N005-10; 
C12N015-00; C12N015-70; C12N015-79; C12P021-06 

CC 15-2 ( Immunochemistry) 

Section cross-reference (s) : 1, 3 

IT Deoxyribonucleic acid sequences 
Genetic vectors 
Immunostimulants 
Melanoma 

Molecular cloning 
Protein sequences 

(cloning and characterization of human MAGE-1 

antigen gene and immunogenicity of its peptide fragments) 
IT 157298-43-6P 164251-72-3P 

RL: BAC (Biological activity or effector, except adverse); BPN 
(Biosynthetic preparation); PRP (Properties); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(amino acid sequence; cloning and characterization of 

human MAGE-1 antigen gene and immunogenicity 

of its peptide fragments) 
IT 164108-94-5 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(nucleotide sequence; cloning and characterization of 

human MAGE-1 antigen gene and immunogenicity 

of its peptide fragments) 

L7 ANSWER 9 OF 13 HCAPLUS COPYRIGHT 1998 ACS 
AN 1994:678846 HCAPLUS 
DN 121:278846 

TI Genes for tumor rejection antigens and the precursor MAGE-1 and 

their diagnostic and therapeutic uses 
IN Boon, Thierry; van der Bruggen, Pierre; van den Eynde, Benoit; van 

Pel, Aline; de Plaen, Etienne; Lurquin, Christophe; Chomez, Patrick; 

Traversari, Catia 
PA Ludwig Institute for Cancer Research, USA 

SO U.S., 65 pp. Cont . -in-part of U.S. Ser. No. 764,364, abandoned. 
CODEN: USXXAM 
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PI US 5342774 A 940830 
AI US 91-807043 911212 
PRAI US 91-705702 910523 

US 91-728838 910709 

US 91-764364 910923 
DT Patent 
LA English 

AB Mouse genes for a group of tumor cell antigens that are recognized 
by cytotoxic T cells, leading to lysis of the tumor is cloned and 
expressed in animal cells for use in diagnostics and therapeutics. 
The genes were cloned by expression from a partial digest bank of 
tumor cell line DNA in cosmids using cytotoxic T-lymphocyte assays 
to detect expression. Presentation of the antigens was H-2 
phenotype-dependent . Northern blots of tumors and normal tissue 
showed that the genes were expressed in a large array of tumors, but 
not in the normal tissues tested. CDNAs for several human mage 
precursor isoforms were cloned. 

IC ICM C12P021-02 

ICS C12P019-34; C12N015-00; C12N007-00; C12N005-00; C12N001-21; 
C12N001-16; C12N001-18; C07K003-00; C07H015-12 

NCL 435240200 

CC 15-2 ( Immunochemistry) 

Section cross-reference (s) : 1, 9 

IT 136361-96-1, Antigen (mouse clone CIA. 3.1 gene P1A reduced) 

RL: BOC (Biological occurrence); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 
(amino acid sequence; genes for tumor rejection 
antigens and the precursor MAGE-1 and their 
diagnostic and therapeutic uses) 

IT 140297-32-1, GenBank M36387 140767-62-0, GenBank M36386 

146313-12-4, Deoxyribonucleic acid (human clone B3 gene MAGE 
-1) 146707-11-1, Deoxyribonucleic acid (mouse clone 
p815A gene plA plus 5'- and 3 '-flanking region fragment) 
146707-15-5, Deoxyribonucleic acid (human melanoma gene MAGE-21 
antigen fragment-specifying) 146707-16-6 146707-18-8, 
Deoxyribonucleic acid (human melanoma 1-121-gene MAGE-31 
antigen-specifying plus 5 f -flanking region fragment) 146707-29-1, 
Deoxyribonucleic acid (human melanoma gene MAGE- 6 antigen 
fragment-specifying) 158 968-97-9 158 968-98-0 158 968-99-1 
158 969-00-7 158969-01-8 158 969-02-9 

RL: BOC (Biological occurrence); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 

(nucleotide sequence; genes for tumor rejection 

antigens and the precursor MAGE-1 and their 

diagnostic and therapeutic uses) 



L7 ANSWER 10 OF 13 HCAPLUS COPYRIGHT 1998 ACS 
AN 1994:555075 HCAPLUS 
DN 121:155075 

TI Cloning and analysis of MAGE-l-related genes 

AU Ding, Min; Beck, Raymond J.; Keller, Christopher J.; Fenton, Robert 
G. 

CS Clinical Research Branch, NCI, Frederick, MD, 21702, USA 
SO Biochem. Biophys . Res. Commun. (1994), 202(1), 54 9-55 

CODEN: BBRCA9; ISSN: 0006-291X 
DT Journal 
LA English 
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AB The spectrum of MAGE gene expression in the human melanoma cell line 
DM150 was examd. using reverse transcription polymerase chain 
reaction and cDNA cloning. Five full-length cDNAs were isolated 
from DM150 which were identified as MAGE-1, MAGE-3 , MAGE-12 , and 2 
previously undescribed MAGE genes, MAGE- 3b and MAGE-X2 . DNA 
sequence anal, of the coding regions of the MAGE-3b and MAGE-X2 
genes revealed 83 and 88% identity with MAGE-1, whereas MAGE- 3b was 
98% homologous with the full-length MAGE-3 clone. The predicted 
amino acid sequences of MAGE-X2 and MAGE- 3b contain consensus HLA-A1 
peptide binding motifs, suggesting that, like MAGE-1, they may code 
for tumor-assocd. antigens. In addn., a nonamer peptide encoded by 
both the MAGE-3 and MAGE-12 genes was shown by direct binding 
studies to contain an aggretope for HLA-A2 . 
CC 15-2 (Immunochemistry) 

Section cross-reference (s ) : 3 
IT Melanoma 

(MAGE-l-related antigens of human, 
sequence and aggretope moieties of) 
IT Gene, animal 

RL: BIOL (Biological study) 

(for melanoma-assocd. MAGE-l-related 
antigens, of human cell line DM150, sequence of) 
IT Antigens 

RL: BIOL (Biological study) 

(melanoma-assocd. MAGE-1, amino acid 
sequence and aggretope moieties of, of human cell line 
DM150) 
IT Protein sequences 

(of melanoma-assocd. MAGE-l-related antigens, 
of human cell line DM150) 
IT Deoxyribonucleic acid sequences 

(complementary, for melanoma-assocd. MAGE-1 
-related antigens, of human cell line DM150) 
IT 157298-41-4, Melanoma-assocd. antigen MAGE-X2 (human cell line 

DM150) 157298-42-5, Melanoma-assocd. antigen MAGE-3b (human cell 
line DM150) 157298-43-6, Melanoma-assocd. antigen MAGE- 
1 (human cell line DM150) 157298-44-7, Melanoma-assocd. 
antigen MAGE- 12 f (human cell line DM150) 
RL: BIOL (Biological study) 

(amino acid sequence and aggretope moieties of) 

L7 ANSWER 11 OF 13 HCAPLUS COPYRIGHT 1998 ACS 
AN 1993:167452 HCAPLUS 
DN 118:167452 

TI Cloning of genes for tumor rejection antigen precursors and their 
uses 

IN Boon, Thierry; Van der Bruggen, Pierre; Van den Eynde, Benoit; Van 

Pel, Aline; De Plaen, Etienne; Lurquin, Christophe; Chomez, Patrick; 
Traversari, Catia 

PA Ludwig Institute for Cancer Research, USA 

SO PCT Int. Appl., 14 3 pp. 
CODEN: PIXXD2 

PI WO 9220356 Al 921126 

DS W: AU, BB, BG, BR, CA, CS, FI, HU, JP, KP, KR, LK, MG, MW, NO, PL, 
RO, RU, SD, US 

RW: AT, BE, BF, BJ, CF, CG, CH, CI, CM, DE, DK, ES, FR, GA, GB, GR, 
IT, LU, MC, ML, MR, NL, SE, SN, TD, TG 
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AI WO 92-US4354 920522 
PRAI US 91-705702 910523 

US 91-728838 910709 

US 91-764364 910923 

US 91-807043 911212 
DT Patent 
LA English 

AB The genes or cDNA for tumor rejection antigen (TRA) precursors, e.g. 
the precursors for MAGE melanoma antigen, the P1A mastocytoma 
antigen, and the antigen F of human, and the murine counterpart of 
MAGE, smage, are cloned. The coding sequences of these TRA can be 
used for prepn. of vaccines by expression of the sequences alone or 
together with the gene for a cytokine, e.g., interleukin (IL)-2 or 
IL-4 . They can also be expressed with a gene for an MHC or HLA 
antigen which presents the tumor rejection antigen derived from the 
precursor to the cytotoxic T cells. Expression of the TRA by tumor 
cells can lead to cell lysis mediated by the cytotoxic T cells that 
recognize the antigens. The TRA may be used for prepn. of 
pharmaceuticals, antibodies, and diagnostics for clin. applications. 

IC A61K035-14; A61K039-00; A61K037-22; C07K003-00; C07K015-00; 
C07K017-00; C12Q001-68; C12Q001-00; C12Q015-00 

CC 15-2 (Immunochemistry) 

Section cross-reference (s ) : 1, 3, 9 

IT 140101-03-7, Deoxyribonucleic acid (human clone B3 gene MAGE 
-1 plus 5 1 - and 3 , -flanking region fragment) 146707-11-1 
146707-12-2 146707-13-3 146707-15-5 146707-16-6 146707-18-8 
146707-20-2 146707-22-4 146707-24-6 146707-25-7 146707-27-9 
146707-29-1 146707-30-4 146707-32-6 146707-34-8 146707-36-0 
14 6707-38-2 14 6707-4 0-6 14 6707-4 2-8 
RL: BIOL (Biological study); PRP (Properties) 
(nucleotide sequence and cloning of) 

IT 136362-51-1, Deoxyribonucleic acid (mouse clone CIA. 3.1 gene P1A 

coding region) 146313-12-4, Deoxyribonucleic acid (human clone B3 
gene MAGE-1) 146707-14-4 146707-17-7 

146707-19-9 146707-21-3 146707-23-5 146707-26-8 146707-28-0 
146707-31-5 146707-33-7 146707-35-9 146707-37-1 146707-39-3 
146707-41-7 

RL: BIOL (Biological study); PRP (Properties) 

(nucleotide sequence and cloning of, complete) 



L7 ANSWER 12 OF 13 HCAPLUS COPYRIGHT 1998 ACS 
AN 1993:121916 HCAPLUS 
DN 118:121916 

TI A gene encoding an antigen recognized by cytolytic T lymphocytes on 
a human melanoma 

AU Van der Bruggen, P.; Traversari, C; Chomez, P.; Lurquin, C; De 

Plaen, E.; Van den Eynde, B.; Knuth, A.; Boon, T. 
CS Ludwig Inst. Cancer Res., Brussels, B-1200, Belg. 
SO Science (Washington, D. C, 1883-) (1991), 254(5038), 1643-7 

CODEN: SCIEAS; ISSN: 0036-8075 
DT Journal 
LA English 

AB Many human melanoma tumors express antigens that are recognized in 
vitro by cytolytic T lymphocytes (CTLs) derived from the 
tumor-bearing patient. A gene was identified that directed the 
expression of antigen MZ2-E on a human melanoma cell line. This 
gene shows no similarity to known sequences and belongs to a family 
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of at least three genes. It is expressed by the original melanoma 
cells, other melanoma cell lines, and by some tumor cells of other 
histol. types. No expression was obsd. in a panel of normal 
tissues. Antigen MZ2-E appears to be presented by HLA-A1; 
anti-MZ2-E CTLs of the original patient recognized two melanoma cell 
lines of other HLA-A1 patients that expressed the gene. Thus, 
precisely targeted immunotherapy directed against antigen MZ2-E 
could be provided to individuals identified by HLA typing and anal, 
of the RNA of a small tumor sample. 

CC 14-1 (Mammalian Pathological Biochemistry) 
Section cross-reference (s) : 3, 15 

IT 146313-13-5, Antigen {human clone B3 gene MAGE-1 
reduced) 

RL: PRP (Properties) 

(amino acid sequence of, complete) 
IT 140101-03-7, Deoxyribonucleic acid (human clone B3 gene MAGE 
-1 plus 5 f - and 3 1 -flanking region fragment) 
RL: PRP (Properties) 

(nucleotide sequence of) 
IT 14 6313-12-4, Deoxyribonucleic acid (human clone B3 gene MAGE 
-1) 

RL: PRP (Properties) 

(nucleotide sequence of, complete) 

L7 ANSWER 13 OF 13 HCAPLUS COPYRIGHT 1998 ACS 
AN 1992:631775 HCAPLUS 
DN 117:231775 

TI A nonapeptide encoded by human gene MAGE-1 is recognized on HLA-A1 

by cytolytic T lymphocytes directed against tumor antigen MZ2-E 
AU Traversari, Catia; Van der Bruggen, Pierre; Luescher, Immanuel F . ; 

Lurquin, Christophe; Chomez, Patrick; Van Pel, Aline; De Plaen, 

Etienne; Amar-Costesec, Alain; Boon, Thierry 
CS Brussels Branch, Ludwig Inst. Cancer Res., Brussels, B-1200, Belg. 
SO J. Exp. Med. (1992), 176(5), 1453-7 

CODEN: JEMEAV; ISSN: 0022-1007 
DT Journal 
LA English 

AB The authors reported the identification of human gene MAGE-1, which 
directs the expression of an antigen recognized on a melanoma by 
autologous cytolytic T lymphocytes (CTL) . CTL directed against this 
antigen, which was named MZ2-E, recognize a nonapeptide encoded by 
the third exon of gene MAGE-1. The CTL also recognize this peptide 
when it is presented by mouse cells transfected with an HLA-A1 gene, 
confirming the assocn. of antigen MZ2-E with the HLA-A1 mol . Other 
members of the MAGE gene family do not code for the same peptide, 
suggesting that only MAGE-1 produces the antigen recognized by the 
anti-MZ2-E CTL. The results open the possibility of immunizing 
HLA-A1 patients whose tumor expresses MAGE-1 either with the 
antigenic peptide or with autologous antigen-presenting cells pulsed 
with the peptide. 

CC 15-2 ( Immunochemistry) 

IT Protein sequences 

(of gene MAGE-l-encoded antigen, of humans) 



ALL IS NOT A RECOGNIZED COMMAND 



Page 11 



Caputa US 08/560, 024 
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ANSWER 1 OF 1 HCAPLUS COPYRIGHT 1998 ACS 

1990:53087 HCAPLUS 

112:53087 

Synthesis of vitamin K-dependent proteins by cultured 
human tumor cells 

Al-Mondhiry, Hamid; Wallin, Reidar 

Coll. Med., Pennsylvania State Univ., Hershey, PA, 17033, USA 

Thromb. Haemostasis (1989), 62(2), 661-6 

CODEN: THHADQ; ISSN: 0340-6245 

Journal 

English 

14-1 (Mammalian Pathological Biochemistry) 
Section cross-reference (s) : 13 

The observation that warfarin inhibits the growth and metastasis of 
certain types of clin. and exptl. tumors suggests a role for vitamin 
K in tumor biol . The synthesis of vitamin K-dependent proteins was 
investigated in four malignant (lung epidermoid carcinoma, melanoma, 
colon adenocarcinoma, and breast adenocarcinoma) and three normal 
(colon epithelium, breast epithelium, and fibroblasts) cell lines of 
human origin grown in tissue cultures. The results show the 
following: 1) vitamin K-dependent carboxylase activity is present in 
all of the malignant and normal cell lines studied; 2) the 
malignant, as well as normal, cell lines synthesize a family of 
vitamin K-dependent proteins, and microsomal precursors of these 
proteins with apparent mol . masses of 74, 62, and 34 kDa are common 
to all malignant and normal cell lines, whereas precursors of higher 
and lower mol. mass seem to be synthesized by some but not all tumor 
cell lines; and 3) the 74-kDa precursor synthesized by colon 
carcinoma and breast carcinoma was pos . identified as a precursor of 
protein S. 

vitamin K protein formation tumor cell 
Melanoma 

Neoplasm, metabolism 

(vitamin K-dependent protein formation by, of humans, 
tumor growth and metastasis and tumor-assocd. 
hypercoagulable states in relation to) 
Fibroblast 

(vitamin K-dependent protein formation by, of humanso) 
Protein formation 

(vitamin K-dependent, by neoplastic and normal cells of humans) 
Carcinoma 

(adeno-, vitamin K-dependent protein formation by, of intestine 
and mammary gland of humans) 
Intestine, neoplasm 

(colon, adenocarcinoma, vitamin K-dependent protein 
formation by, of humans, tumor growth and metastasis 
and tumor-assocd. hypercoagulable states in relation 
to) 

Intestine, metabolism 

(colon, epithelium, vitamin K-dependent protein formation by, of 
humans ) 
Blood coagulation 

(disorder, hypercoagulability, vitamin K-dependent protein 
formation by human neoplastic cells in relation to) 
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IT Carcinoma 

(epidermoid, vitamin K-dependent protein formation by, of lung of 
human) 
IT Lung, neoplasm 

(epidermoid carcinoma, vitamin K-dependent protein 
formation by, of humans, tumor growth and metastasis 
and tumor-assocd. hypercoagulable states in relation 
to) 

IT Mammary gland 

(epithelium, vitamin K-dependent protein formation by, of humans) 

IT Mammary gland 

(neoplasm, adenocarcinoma, vitamin K-dependent protein 
formation by, of humans, tumor growth and metastasis 
and tumor-assocd. hypercoagulable states in relation 
to) 

IT Blood-coagulation factors 

RL: BIOL (Biological study) 

(protein S, precursor of, formation of, by colon carcinoma and 
breast carcinoma cells, of humans) 
IT Proteins, specific or class 
RL: BIOL (Biological study) 

(. gamma . -carboxyglutamic acid-contg., 23, 000-mol. - 
wt., formation of vitamin K-dependent, by neoplastic 
cells of humans) 
IT Proteins, specific or class 
RL: BIOL (Biological study) 

( . gamma. -carboxyglutamic acid-contg. , 30, 000-mol. - 
wt., formation of vitamin K-dependent, by neoplastic 
cells of humans) 
IT Proteins, specific or class 
RL: BIOL (Biological study) 

(. gamma . -carboxyglutamic acid-contg., 34, 000- 
mol. -wt., formation of vitamin K-dependent, by 

neoplastic and normal cells of humans, tumor growth and 
metastasis and tumor-assocd. hypercoagulable states in 
relation to) 
IT Proteins, specific or class 
RL: BIOL (Biological study) 

( . gamma . -carboxyglutamic acid-contg. , 62, 000-mol. - 
wt., formation of vitamin K-dependent, by neoplastic and 

normal cells of humans, tumor growth and metastasis and 
tumor-assocd. hypercoagulable states in relation to) 
IT Proteins, specific or class 
RL: BIOL (Biological study) 

(. gamma . -carboxyglutamic acid-contg., 74, 000-mol. - 
wt., formation of vitamin K-dependent, by neoplastic and 

normal cells of humans, tumor growth and metastasis and 
tumor-assocd. hypercoagulable states in relation to) 
IT Proteins, specific or class 
RL: BIOL (Biological study) 

(. gamma . -carboxyglutamic acid-contg., 8 9, 000-mol. - 
wt., formation of vitamin K-dependent, by neoplastic 
cells of humans) 
IT 12001-79-5, Vitamin K 

RL: BIOL (Biological study) 

(protein formation dependent on, of normal and neoplastic human 
cells) 
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LI ANSWER 1 OF 9 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 
AN 98-086733 [08] WPIDS 
DNC C98-029335 

TI Inducing anti-tumour cytotoxic T lymphocytes - by cross-priming 
with artificial antigen, then immunisation with tumour cells 
modified in vitro to express the same antigen, does not require 
characterisation of tumour-specific antigens. 

DC B04 D16 

IN FALO, L D; ROCK, K L 

PA (DAND) DANA FARBER CANCER INST INC; (UYPI-N) UNIV PITTSBURGH 
CYC 77 

PI WO 9800163 Al 980108 (9808)* EN 44 pp 

RW: AT BE CH DE DK EA ES FI FR GB GH GR IE IT KE LS LU MC MW NL 
OA PT SD SE SZ UG ZW 
W: AL AM AT AU AZ BA BB BG BR BY CA CH CN CU CZ DE DK EE ES FI 
GB GE GH HU IL IS JP KE KG KP KR KZ LC LK LR LS LT LU LV MD 
MG MK MN MW MX NO NZ PL PT RO RU SD SE SG SI SK SL TJ TM TR 
TT UA UG UZ VN YU ZW 



Caputa US 08/560,024 

ADT WO 9800163 Al WO 97-US10195 970618 

PRAI US 96-675332 960628 

AB WO 9800163 A UPAB: 980223 

Anti-tumour immunisation in a mammal comprises: (a) immunising the 
host with an artificial target antigen (A) to produce a cytotoxic T 
lymphocyte (CTL) response; (b) resecting tumour from the host; (c) 
culturing tumour cells in vitro; (d) engineering these cells to 
include (A) so that presentation of (A) on the cell surface is 
promoted, and (e) inactivating the cultured cells and returning them 
to the host. In a modification, step (a) is omitted and the 
engineered cells are returned to the host simultaneously with 
immunisation by (A) . 

In step (a), (A) is administered as a particulate complex, e.g. 
by injection or particle bombardment. In step (d) , cells are 
transfected with nucleic acid expressing (A) , or (A) is introduced 
by peptide pulsing. Specified (A) are (i) tumour antigens such as 
Melan-A, p53, carcinoembryonal antigen, gplOO, MAGE- 
1 or -2; (ii) a viral antigen such as HIV gpl20 or gplOO, 
influenza virus nucleoprotein or hepatitis B surface antigen or 
(iii) chicken ovalbumin (OVA, especially preferred) or keyhole 
limpet haemocyanin. 

USE - The method is used for treatment or prevention of 
tumours, specifically in humans. A similar method is used (not 
claimed) for treatment of viral infections, e.g. with human 
immunodeficiency virus (HIV) . 

ADVANTAGE - The method of cross-priming results in a CTL 
response to many, undefined, MHC Class I-restricted tumour antigens 
expressed on the surface of unmodified tumour cells. It can be 
applied to a wide range of tumours and does not require isolation 
and characterisation of particular tumour (or viral) antigens. 
Dwg. 5/8 

LI ANSWER 2 OF 9 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 
AN 97-212603 [19] WPIDS 
DNC C97-068627 

TI Use of DNA coated particles - for therapeutic or prophylactic 
immunisation of mammals, partic. for neoplastic cells or virus 
infected cells. 

DC B04 D16 

IN FALO, L D; ROCK, K L 

PA (DAND) DANA FARBER CANCER INST INC; (UYPI-N) UNIV PITTSBURGH 
CYC 69 

PI WO 9711605 Al 970403 (9719)* EN 46 pp 

RW: AT BE CH DE DK EA ES FI FR GB GR IE IT KE LS LU MC MW NL OA 
PT SD SE SZ UG 

W: AL AM AT AU A2 BB BG BR BY CA CH CN CZ DE DK EE ES FI GB GE 
HU IS JP KE KG KP KR KZ LK LR LS LT LU LV MD MG MK MN MW MX 
NO NZ PL PT RO RU SD SE SG SI SK TJ TM TR TT UA UG UZ VN 
AU 9672515 A 970417 (9732) 
ADT WO 9711605 Al WO 96-US15728 960927; AU 9672515 A AU 96-72515 960927 
FDT AU 9672515 A Based on WO 9711605 
PRAI US 95-535556 950928 
AB WO 9711605 A UPAB: 970512 

In vivo method (A) of therapeutic or prophylactic genetic 
immunisation of a mammalian host comprises: 

(a) generating a DNA fragment which expresses an antigenic 
protein or fragment, 
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(b) distributing the DNA fragment on a particle surface, 
resulting in a particulate polynucleotide (PP), 

(c) inoculating the mammalian host with the PP and 

(d) delivering the PP to the cytoplasm of a target cell within 
the mammalian host, such that the expressed antigenic protein or 
fragment is presented to the membrane surface of the target cell 
through the major histocompatibility complex (MHC) class I pathway. 

Also claimed are: 

(1) an ex vivo method (B) of therapeutic or prophylactic 
genetic immunisation of a mammalian host, comprising: 

(a) generating a DNA fragment which expresses an antigenic 
protein or fragment, 

(b) distributing the DNA fragment on a particle surface, 
resulting in a PP, 

(c) delivering the PP to the cytoplasm of a target cell of a 
mammalian host in vitro, such that the expressed antigenic protein 
or fragment is presented on the membrane surface of the target cell 
through the MHC class I pathway and 

(d) inoculating the mammalian host with the target cell by 
direct injection, and 

(3) an ex vivo method (C) of therapeutic or prophylactic 
genetic immunisation of a mammalian host, comprising: 

(a) generating a DNA fragment which expresses a molecule which 
enhances the antigen presentation function of an antigen presenting 
cell (APC), 

(b) distributing the DNA fragment on a particle surface, 
resulting in a PP, 

(c) delivering the PP to the cytoplasm of a target cell of a 
mammalian host in vitro, such that the expressed antigen 
presentation enhancing protein is expressed in a biologically 
significant form and at biologically significant levels and 

(d) inoculating the mammalian host with the target cell by 
direct injection. 

USE - The methods are used for producing antigen-specific 
immune responses to antigens such as tumour rejection antigens, e.g. 
MAGE-1, MAGE-3, Melan+A, gplOO, p53, CEA or 

HER2/neu or viral antigens, eg. HIV gpl20, HIV gpl60, influenza 
virus nucleoprotein or hepatitis B surface antigen. They can be 
used for therapeutic or prophylactic treatment (all claimed) . 

ADVANTAGE - The PP can target delivery of antigens to APCs to 
increase the efficiency of genetic immunisation while reducing 
unwanted deleterious effects. Proper presentation of the antigenic 
peptides through the MHC class I pathway stimulates cytotoxic T 
lymphocyte (CTL) production and in turns promoters destruction of 
cells such as neoplastic cells or virally infected cells. 
Dwg. 0/6 

LI ANSWER 3 OF 9 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 

AN 97-108910 [10] WPIDS 

DNN N97-090092 DNC C97-034778 

TI Prepn. of photo-reactive peptide derivs. - by substitution, with 

photoreactive amino acid then radio-iodination, giving prods, used 
to assess ability of peptide to bind to specific major 
histocompatibility complex mols.. 

DC B04 D16 K08 S03 

IN ANJUERE, F; CERROTINI, J; LAYERE, A; LEUSCHER, I; ROMERO, P 
PA (LUDW-N) LUDWIG INST CANCER RES 
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CYC 23 

PI WO 9702282 Al 970123 (9710)* EN 36 pp 

RW: AT BE CH DE DK ES FI FR GB GR IE IT LU MC NL PT SE 
W: AU CA CN FI JP NO NZ 
AU 9665418 A 970205 (9721) 
ADT WO 9702282 Al WO 96-US10869 960625; AU 9665418 A AU 96-65418 960625 
FDT AU 9665418 A Based on WO 9702282 
PRAI US 95-498461 950705 
AB WO 9702282 A UPAB: 970326 

Prepn. of synthetic photoreactive peptide derivs . (I) comprises: 

(a) linear synthesis of a peptide; 

(b) substitution, of an amino acid (aa) in the peptide with a 
photoreactive aa at a position that does not alter its binding 
ability, and 

(c) specific radio-iodination of the photoreactive aa . 
Also new are peptides of formula (la) Q-X-A-Tyr (la) 
Q = photoreactive gp., specifically iodinated 

2,3- (4-azido-salicyloyl) -diaminopropionic acid (AzDAP) ; 
X - Ala or Val; 
A = any 6 aa. 

USE - The method is esp. applied to the melanoma-derived MAGE 
peptides, esp. MAGE-1, -3, -4a, -6 or -12, to 

give cpds. used to assess ability of a peptide to bind to specific 
MHC mols. Peptides which bind specifically, are used to screen 
either MHC mols. for cross-reactivity or peptides for their ability 
to inhibit the photoaf f inity labelling reaction. A partic. 
application is identification of MHC able to present a given 
cytotoxic T cell epitope. 

ADVANTAGE - The method provides a radio-iodination yield of 
over 90% without significant formation of di-iodinated prod., so 
that HPLC purificn. of the prod, is not required and reverse-phase 
purificn. provides complete sepn. of the prod, from non-iodinated 
precursors. Photoaf f inity labelling is very specific, so does 
require isolation of MHC from cells, making possible rapid testing 
of panels of peptides or cell lines expressing different MHC. 
Dwg.0/0 

LI ANSWER 4 OF 9 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 
AN 95-320586 [41] WPIDS 

CR 92-415460 [50]; 94-100844 [12]; 94-333192 [41]; 95-283606 [37] 
DNC C95-142446 

TI Determn. of cancerous condition (s) - using a nucleic acid as a 

primer to determine expression of a MAGE tumour rejection antigen 
precursor. 

DC B04 D16 

IN BOON-FALLEUR, T; BRASSEUR, F; CHOMEZ, P; DE PLAEN, E; DE SMET, C; 
GAUGLER, B; LETHE, B; MARCHAND, M; PATARD, J; SZIKORA, J; VAN DEN 
EYNDE, B; VAN DER BRUGGEN, P; WEYNANTS, P; BASSEUR, F; DEPLAEN, E 

PA (LUDW-N) LUDWIG INST CANCER RES 

CYC 24 

PI WO 9523874 Al 950908 (9541)* EN 122 pp 

RW: AT BE CH DE DK ES FR GB GR IE IT LU MC NL PT SE 
W: AU CA FI JP KR NO NZ 
AU 9519682 A 950918 (9551) 
US 5512437 A 960430 (9623) 5 pp 

US 5512444 A 960430 (9623) 10 pp 

FI 9603393 A 960830 (9646) 
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NO 9603589 A 961031 (9702) 

US 5612201 A 970318 (9717) 72 pp 

JP 09509832 W 971007 (9750) 132 pp 

ADT WO 9523874 Al WO 95-US2203 950223; AU 9519682 A AU 95-19682 950223; 
US 5512437 A US 94-204727 940301; US 5512444 A CIP of US 94-204727 
940301, US 94-346774 941130; FI 9603393 A WO 95-US2203 950223, FI 
96-3393 960830; NO 9603589 A WO 95-US2203 950223, NO 96-3589 960828; 
US 5612201 A CIP of US 91-705702 910523, CIP of US 91-728838 910709, 
CIP of US 91-764364 910923, CIP of US 91-807043 911212, CIP of WO 
92-US4354 920522, CIP of US 93-37230 930326, US 94-299849 940901; JP 
09509832 W JP 95-522934 950223, WO 95-US2203 950223 

FDT AU 9519682 A Based on WO 9523874; US 5612201 A CIP of US 5327252, 
CIP of US 5342774; JP 09509832 W Based on WO 9523874 

PRAI US 94-346774 941130; US 94-204727 940301; US 94-209172 940310; 
US 94-299849 940901; US 91-705702 910523; US 91-728838 910709; 
US 91-764364 910923; US 91-807043 911212; WO 92-US4354 920522; 
US 93-37230 930326 

AB WO 9523874 A UPAB: 980126 

Isolated nucleic acid (NA) useful as a primer in determining the 
expression of a member of the melanoma antigen (MAGE) group of 
tumour rejection antigen precursors selected from one of 20 given 
sequences. Also claimed is a kit for determining the expression of a 
MAGE tumour rejection antigen precursor comprising at least 1 
specific pair of the above NA sequences. 

USE - The NA is useful in cancer determination assays, esp. 
melanoma, bead (sic) or neck squamous cell carcinoma, prostate 
carcinoma or bladder tumour (claimed) . 
Dwg.0/20 



LI 

AN 

CR 

DNC 

TI 



DC 
IN 

PA 

CYC 

PI 



ADT 



ANSWER 5 OF 9 WPIDS COPYRIGHT 1 

95- 292948 [38] WPIDS 
94-263764 [32]; 95-051741 [07] 
C95-131893 

Identification of cells presenting 
1 derived peptide - allows diagnos 
individuals with cellular abnormal 
1601 derived peptide(s). 
B04 D16 

BOEL, P; BOON-FALLEUR, T; COULIE, 
WILDMANN, C; WILDMAN, C 
(LUDW-N) LUDWIG INST CANCER RES 
26 

WO 9521630 Al 950817 (9538)* EN 
RW: AT BE CH DE DK ES FR GB GR 
W: AU CA CN FI JP NO N2 
AU 9520899 A 950829 (9548) 
A 960424 (9622) 
A 960813 (9644) 
A 960814 (9644) 
A 960924 (9644) 
Al 970820 (9738) EN 
R: AT BE CH DE DK ES FR GB GR 
WO 9521630 Al WO 95-US1446 950126; 
ZA 9501177 A ZA 95-1177 950214; FI 

96- 3170 960813; NO 9603347 A WO 95 
US 5558995 A CIP of US 93-8446 930 
789591 Al EP 95-913476 950126, WO 



998 DERWENT INFORMATION LTD 



HLA-C-clone 10 or MAGE- 
is and treatment of 
ities, e.g. melanoma, also HLA-Cw 



P; SZIKORA, J; VAN, DER BRUGGEN P; 



ZA 9501177 
FI 9603170 
NO 9603347 
US 5558995 
EP 789591 



26 pp 

IE IT LU MC NL PT SE 



30 pp 



6 pp 

IE IT LI LU MC NL PT SE 

AU 9520899 A AU 95-20899 950126; 

9603170 A WO 95-US1446 950126, FI 
-US1446 950126, NO 96-3347 960812; 
122, US 94-195186 940214; EP 
95-US1446 950126 
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FDT AU 9520899 A Based on WO 9521630; EP 789591 Al Based on WO 9521630 
PRAI US 94-292492 940818; US 94-195186 940214; US 94-196630 940215; 

US 93-8446 930122 
AB WO 9521630 A UPAB: 961111 

A novel method for identifying a candidate for treatment with a 
therapeutic agent specific for complexes of HLA-C-clone 10 and the 
peptide (I) : Ser-Ala-Tyr-Gly-Glu-Pro-Arg-Lys-Leu (I) 
comprises: (i) contacting an abnormal cell sample from a subject 
with a cytolytic T cell specific for the complexes; and (ii) 
determining lysis of at least part of the abnormal cell sample as an 
indication of a candidate for the treatment. 

USE - The method can be used to treat a subject with a cellular 
abnormality eg melanoma or to identify an abnormal cell which 
presents a complex of HLA-C-clone 10 and (I) on its surface. The 
isolated peptides are useful in diagnosing cancer. The isolated 
nucleic acid mols are useful as probes for the determination of 
expression of HLA-Cw*1601. HLA typing is important in tissue typing 
for transplantation. 
Dwg. 0/2 



LI ANSWER 6 OF 9 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 
AN 95-283606 [37] WPIDS 

CR 92-415460 [50]; 94-100844 [12]; 94-333192 [41]; 95-320586 [41] 
DNN N95-215847 DNC C95-127959 

TI New monoclonal antibody binding specifically to MAGE- 

1 - useful for diagnosis and monitoring of cancer, also new 
hybridomas, recombinant MAGE-1 and immunogenic 
peptide (s) . 

DC B04 D16 S03 

IN BOON-FALLEUR, T; CHEN, Y; GARIN-CHESA, P; OLD, L J; RETTIG, W J; 

STOCKERT, E; VAN DER BRUGGEN, P; OLD, L 
PA (LUDW-N) LUDWIG INST CANCER RES; (SLOK) SLOAN KETTERING INST CANCER 

RES; (CORR) CORNELL RES FOUND INC; (SLOK) MEMORIAL SLOAN-KETTERING 

CANCER CENT 
CYC 26 

PI WO 9520974 Al 950810 (9537)* EN 33 pp 

RW: AT BE CH DE DK ES FR GB GR IE IT LU MC NL PT SE 
W: AU CA CN FI JP NO NZ 

AU 9515979 A 950821 (9547) 

ZA 9500786 A 951227 (9605) 29 pp 

US 5541104 A 960730 (9636) 14 pp 

FI 9603033 A 960731 (9642) 

NO 9603120 A 960930 (9649) 

EP 752876 Al 970115 (9708) EN 

R: AT BE CH DE DK ES FR GB GR IE IT LI LU MC NL PT SE 

JP 09511389 W 971118 (9805) 36 pp 

AU 686314 B 980205 (9813) 
ADT WO 9520974 Al WO 95-US95 950105; AU 9515979 A AU 95-15979 950105; ZA 

9500786 A ZA 95-786 950201; US 5541104 A CIP of US 91-705702 910523, 

CIP of US 91-728838 910709, CIP of US 91-764365 910923, CIP of US 

91-807043 911212, CIP of WO 92-US4354 920522, CIP of US 93-37230 

930326, US 94-190411 940201; FI 9603033 A WO 95-US95 950105, FI 

96-3033 960731; NO 9603120 A WO 95-US95 950105, NO 96-3120 960726; 

EP 752876 Al EP 95-907978 950105, WO 95-US95 950105; JP 09511389 W 

JP 95-520611 950105, WO 95-US95 950105; AU 686314 B AU 95-15979 

950105 

FDT AU 9515979 A Based on WO 9520974; US 5541104 A CIP of US 5342774; EP 
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752876 Al Based on WO 9520974; JP 09511389 W Based on WO 9520974; AU 
686314 B Previous Publ . AU 9515979, Based on WO 9520974 

PRAI US 94-190411 940201; US 91-705702 910523; US 91-728838 910709; 
US 91-764365 910923; US 91-807043 911212; WO 92-US4354 920522; 
US 93-37230 930326 

AB WO 9520974 A UPAB: 980126 

Monoclonal antibody (MAb) that binds specifically to tumour 

rejection antigen precursor MAGE-1 is new. Also 

new are (1) hybridomas that produce MAb; (2) isolated MAGE 

-1 deriv. (A) of mol . wt . 20-22 kD; (3) isolated protein 

(Al) comprising amino acids 57-219 encoded by nucleotides 3931-4761 

of the MAGE-1 gene (sequence of 5674 bp 

reproduced); and (4) isolated peptides of formulae: lie Asn Phe Thr 
Arg Gin Arg Gin Pro Ser Glu Gly Ser Ser (2) Leu Phe Arg Ala Val lie 
Thr Lys Lys Val Ala Asp (3) Asp Val Lys Glu Ala Asp Pro Thr Gly His 
Ser Tyr (4 ) . 

USE - MAb, opt. labelled or immobilised, is used to detect 
MAGE-1 in samples (e.g. cell lysates) by standard 

immunoassay methods, e.g. for diagnosis and monitoring of cancer. ( 
A), (Al) and peptides (2) -(4) are useful as immunogens for prodn. of 
MAb and antisera. 

ADVANTAGE - MAb is specific for MAGE-1, 
having no reactivity for MAGE -2 or 3. 
Dwg. 0/4 
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LI ANSWER 7 OF 9 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 
AN 95-090681 [12] WPIDS 
DNC C95-041028 

TI Human melanoma antigen, MAGE-1, peptide (s) - 

useful for stimulating immune response against melanoma. 
DC B04 D16 

IN FIKES, J D; LIVINGSTON, B D; SETTE, A D; SIDNEY, 
PA (CYTE-N) CYTEL CORP 
CYC 57 

PI WO 9504542 Al 950216 (9512)* EN 59 pp 

RW: AT BE CH DE DK ES FR GB GR IE IT KE LU MC 
W: AM AT AU BB BG BR BY CA CH CN CZ DE DK ES 

KG KP KR KZ LK LT LU LV MD MG MN MW NL NO NZ PL PT 
SE SI SK TJ TT UA US UZ VN 
AU 9475534 A 950228 (9524) 
EP 721341 Al 960717 (9633) EN 

R: AT BE CH DE DK ES FR GB GR 
JP 09502086 W 970304 (9719) 
NZ 271774 A 980226 (9813) 
WO 9504542 Al WO 94-US8721 940802; 
EP 721341 Al EP 94-925722 940802, 
WO 94-US8721 940802, JP 95-506486 940802; 
940802, WO 94-US8721 940802 

AU 9475534 A Based on WO 9504542; EP 721341 Al Based on WO 
JP 09502086 W Based on WO 9504542; NZ 271774 A Based on WO 
US 93-103623 930806 
WO 9504542 A UPAB: 950328 

Immunogenic peptides, comprising ca. 9-10 residues from the 
C-terminal of melanoma antigen protein MAGE-1 

(58 residue sequence given in specification) , are new. Also claimed 
are: (1) isolated DNA encoding the peptides; (2) vectors comprising 
the DNA; and (3) host cells transformed with the vectors. 
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USE - The peptides are useful for defining epitopes stimulating 
HLA-restricted cytotoxic T-lymphocyte activity against MAGE 
-1 antigens (Ags) . They are particularly useful for 
stimulating the immune response of individuals against MAGE 
-1 Ags associated with melanomas. Vaccine compositions 
containing these peptides can be administered to a patient 
susceptible to MAGE-associated tumours, eg. melanomas. 
Dwg. 0/3 

LI ANSWER 8 OF 9 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 

AN 94-263764 [32] WPIDS 

CR 95-051741 [07]; 95-292948 [38] 

DNC C94-120655 

TI Treating and detecting, cellular abnormality with specific cytolytic 
T cells - recognising particular H LA- MAGE - cell surface complex, or 
with agents which provoke such cells, esp. for melanoma. 

DC B04 D16 P31 

IN BOON-FALLEUR, T; VAN, DER BRUGGEN P 
PA (LUDW-N) LUDWIG INST CANCER RES 
CYC 2 6 

PI WO 9416713 Al 940804 (9432)* EN 17 pp 

RW: BE CH DE DK ES FR GB GR IE IT LI LU MC NL PT SE 
W: AU CA FI JP NO N2 

AU 9460913 A 940815 (9444) 

ZA 9400407 A 941026 (9444) 18 pp 

FI 9503534 A 950721 (9542) 

NO 9502797 A 950920 (9547) 

EP 680330 Al 951108 (9549) EN 

R: AT BE CH DE DK ES FR GB GR IE IT LI LU MC NL PT SE 

JP 08506015 W 960702 (9650) 16 pp 

CN 1096584 A 941221 (9718) 

US 5629166 A 970513 (9725) 6 pp 

AU 680236 B 970724 (9737) 
ADT WO 9416713 Al WO 94-US688 940118; AU 9460913 A AU 94-60913 940118; 

ZA 9400407 A ZA 94-407 940120; FI 9503534 A WO 94-US688 940118, FI 

95-3534 950721; NO 9502797 A WO 94-US688 940118, NO 95-2797 950714; 

EP 680330 Al EP 94-907261 940118, WO 94-US688 940118; JP 08506015 W 

JP 94-517167 940118, WO 94-US688 940118; CN 1096584 A CN 94-101086 

940121; US 5629166 A Cont of US 93-8446 930122, US 94-288977 940811; 

AU 680236 B AU 94-60913 940118 
FDT AU 9460913 A Based on WO 9416713; EP 680330 Al Based on WO 9416713; 

JP 08506015 W Based on WO 9416713; AU 680236 B Previous Publ . AU 

9460913, Based on WO 9416713 
PRAI US 93-8446 930122; US 94-288977 940811 

AB WO 9416713 A UPAB: 971113 

Candidates for treatment with a therapeutic agent (A) specific for 

complexes (C) of HLA-C-clone 10 and a MAGE-1 

derived peptide are identified by (1) treating an abnormal cell 
sample from the patient with cytolytic T cells (CTC) specific for 
(C) and (2) detecting cell lysis to indicate that the subject is 
suitable for treatment. 

Also new are (1) treatment of cellular abnormalities with CTC 
responsive to (C) or cell surfaces or with an agent inducing such 
CTC; (2) isolated CTC specific for (C) and (3) detecting abnormal 
cells having (C) on the surface by detecting lysis induced by these 
CTC. 

USE - The cellular abnormality being treated is cancer, esp. 
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melanoma, but may also be non-proliferating cells with (C) on the 
surface, e.g. cells involved in autoimmune disorders. Detection of 
(C) can be used for diagnosis. 

In an example, the melanoma cell line MZ2-MEL4 3 expresses a 
protein functionally equiv. (if not identical) to HLA-C-clone 10. A 
plasmid contg. cDNA for this protein and a second plasmic contg. 
cDNA for MAGE-1, -2 or -3 were used to transfect 

COS-7 cells. The transf ormants were then incubated with CTC of clone 
81/12 (isolated from patient MZ2 and recognising MZ2-MEL.43) and 
after 24 hr. the concn. of tumour necrosis factor in the supernatant 
measured. A tumour rejection antigen derived from MAGE- 
1 is presented by HLA-C-clone 10 and recognised by clone 
81/12. Expression of MAGE-2 or -3 did not result in antigen 
presentation . 
Dwg. 0/1 

LI ANSWER 9 OF 9 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 
AN 94-035970 [05] WPIDS 
DNC C94-016558 

TI Monoclonal antibodies for diagnosis or therapy - directed against 

conjugate of MHC class I mol and peptide antigen. 
DC B04 D16 
IN HAEMMERLING, G 

PA (DEKR-N) DEUT KREBSFORSCHUNGSZENTRUM 
CYC 1 

PI DE 4224542 Al 940127 (9405)* 3 pp 

ADT DE 4224542 Al DE 92-4224542 920724 

PRAI DE 92-4224542 920724 

AB DE 4224542 A UPAB: 940315 

Producing monoclonal antibodies directed against a conjugate of a 
major histocompatibility complex class I mol. (I) and a peptide 
antigen (II) comprises (a) isolating (I); (b) inserting a 
(I) -encoding gene into the genome of a mouse to permit expression of 
the gene; (c) conjugating (I) with (II); (d) immunising the 
transformed mouse with the conjugate; (e) isolating spleen cells 
from the mouse; and (f) producing and opt. humanising monoclonal 
antibodies in known manner. 

Process (I) may be isolated from CS7 AL/6 mouse RMA-S tumour 
cells or human EBV transformed cells, or may be isolated from 
tissue, or may be produced by recombinant DNA techniques. Step (b) 
may be omitted if (I) was isolated from the same mouse strain as 
that to be immunised. (II) may be a viral or tumour antigen, e.g, 
the human melanoma antigen MAGE-1 or the tumour 
antigen produced by the HPV E6 or E7 oncogene. 

USE - The antibodies are useful for diagnosis and therapy of 
tumours and infections, e.g, as a substitute for tumour-specific 
cytotoxic T cells. 
Dwg. 0/0 



L8 ANSWER 1 OF 8 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 

AN 96-433764 [43] WPIDS 

DNN N96-365449 DNC C96-136164 

TI Anti-lung tumour antigen monoclonal antibody 

TB2A36C3 - produced by Epstein-Barr virus transformation of human 
lung cancer patient B-cells, useful in conjunction with other agents 
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for lysis of tumours. 
DC B04 D16 S03 
IN MUKERJEE, S 
PA (MEDE-I) MEDENICA R D 
CYC 69 

PI WO 9628473 Al 960919 (9643)* EN 46 pp 

RW: AT BE CH DE DK EA ES FI FR GB GR IE IT KE LS LU MC MW NL OA 
PT SD SE SZ UG 

W: AL AM AT AU AZ BB BG BR BY CA CH CN CZ DE DK EE ES FI GB GE 
HU IS JP KE KG KP KR KZ LK LR LS LT LU LV MD MG MK MN MW MX 
NO NZ PL PT RO RU SD SE SG SI SK TJ TM TR TT UA UG UZ VN 
AU 9653652 A 961002 (9703) 

ADT WO 9628473 Al WO 96-US3661 960318; AU 9653652 A AU 96-53652 960318 

FDT AU 9653652 A Based on WO 9628473 

PRAI US 95-405034 950316 

AB WO 9628473 A UPAB: 961025 

Novel monoclonal antibody (MAb) TB2A36C3 (pref . having the 134 
residue amino acid light chain sequence given in the specification) , 
has high specificity against lung tumour antigens 
and is produced by an Epstein-Barr virus (EBV) transformed TB945 
human B-cell line. Also claimed are: (1) transformed human B-cell 
line immortalised by EBV (2) MAb produced by a cell as in (1); (3) 
human MAb which shows positive reactivity against small cell lung 
cancer (SCLC) and non-SCLC (NSCLC) , and no reactivity against 
breast, ovary, melanoma, leiomyosarcoma and 

leukaemia/lymphoma cell lines; (4) MAb which specifically binds to a 

32 kD mol. wt. antigen on NCIH 69 cell line, and a cluster 

of antigens from 28-106 kD in the NSCLC cell ine NCIH661; 

and (5) bioreagent for Ab assays comprising a pure peptide fragment 

F(ab)*2 of the MAb TB2A36C3. 

USE - The MAb can be used for screening serum or tissue samples 
for a carcinoma-associated antigen (claimed) . It can also be used, 
opt. with other agents, for the lysis of tumours in anti-tumour 
therapy, and for activating immune competent CD4 or CD8 cells in a 
patient 1 s blood system (claimed). 
Dwg. 0/10 



L8 ANSWER 2 OF 8 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 
AN 94-025876 [03] WPIDS 
CR 92-381780 [46] 
DNC C94-011912 

TI Inhibiting tumour growth and metastases with mullerian inhibiting 
substance - or its C-terminal fragment, opt. introduced by gene 
transfer, also for modulating, expression of class 1 MHC antigens, 
e.g. in AIDS patients. 

DC B04 D16 

IN BARKSDALE, E M; CHIN, T W; DONAHOE, P K; EPSTEIN, J; MACLAUGHLIN, D 

T; PARRY, R L; RAGIN, R C 
PA (GEHO) GEN HOSPITAL CORP 
CYC 20 

PI WO 9400133 Al 940106 (9403)* EN 165 pp 

RW: AT BE CH DE DK ES FR GB GR IE IT LU MC NL PT SE 
W: CA JP 

EP 646010 Al 950405 (9518) EN 

R: CH DE DK ES FR GB IE IT LI NL PT SE 
EP 646010 A4 970423 (9735) 
US 5661126 A 970826 (9740) 63 pp 
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ADT WO 9400133 Al WO 93-US5791 930618; EP 646010 Al EP 93-916585 930618, 
WO 93-US5791 930618; EP 646010 A4 EP 93-916585 ; US 5661126 A 

CIP of US 89-299158 890119, CIP of US 91-683966 910412, CIP of US 
92-901637 920619, Cont of US 93-7125 930121, US 94-271252 940707 

FDT EP 646010 Al Based on WO 9400133 

PRAI US 93-7125 930121; US 92-901637 920619; US 89-299158 890119; 

US 91-683966 910412; US 94-271252 940707 
AB WO 9400133 A UPAB: 971006 

Tumour growth is inhibited by admin, of Muellerian inhibiting 

substance (MIS), or its C-terminal fragment, opt. used in 

conjunction with a chemotherapeutic agent. 

Also new are (1) local inhibition of tumour growth by 

proteolytic activation (cleavage to 57 and 12.5 kD 

fragments) at the tumour site, (2) two DNA sequences (both 327 bp., 
reproduced in the specification) encoding bovine and human MIS 
C-terminal fragment (109 amino acids), etc. and (b) method for 
increasing (decreasing) expression of mRNA encoding a class I MHC 
protein in a cell by contact with MIS (or MIS antagonist) . 

USE - MIS inhibits both prim, tumour growth and metastasis, 
esp. of vulvar epidermoid and cervical carcinoma, endometrial or 
ovarian adenocarcinoma, ocular melanoma and tumours of the 
prostate, lymphoid tissue, breast, skin and germ cells. The use of 
MIS can allow the amt . of (I) needed for tumour treatment to be 
reduced. Increasing expression of MHC antigens suppresses 
metastases or tumour cells and improves immunedef iciency 
e.g. in AIDs patients, pref. when admin, together with interferon. 
Reducing MHC expression is esp. with epidermal growth factor and is 
used to reduce immunogenicity of transplants. 
Dwg.0/27 

L8 ANSWER 3 OF 8 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 

AN 94-010204 [02] WPIDS 

DNN N94-008206 DNC C94-004140 

TI Receptor protein for CSVTCG region of thrombospondin and antibodies 
or antisera against it - used as medicaments against, e.g. tumour 
cell adhesion and metastasis, thrombosis, and malaria, and as 
targetting agents. 

DC B04 D16 S03 

IN EYAL, J; HAMILTON, B K; TUSZYNSKI, G P; HAMILTON, B 

PA (GRAC) GRACE & CO-CONN W R; (MEDI-N) MEDICAL COLLEGE PENNSYLVANIA; 

(MEDI-N) MEDICAL COLLEGE PA 
CYC 20 

PI EP 578342 A2 940112 (9402)* EN 16 pp 

R: AT BE CH DE DK ES FR GB GR IE IT LI LU MC NL PT SE 

CA 2095404 A 931115 (9406) 

US 5367059 A 941122 (9501) 12 pp 

EP 578342 A3 940629 (9527) 

JP 07138296 A 950530 (9530) 24 pp 

ADT EP 578342 A2 EP 93-250135 930511; CA 2095404 A CA 93-2095404 930503; 

US 5367059 A US 92-883659 920514; EP 578342 A3 EP 93-250135 930511; 

JP 07138296 A JP 93-132353 930512 
PRAI US 92-883659 920514 
AB EP 578342 A UPAB: 940223 

Isolated receptor protein has specific binding affinity for CSVTCG 

peptide of sequence Cys-Ser-Val-Thr-Cys-Gly . 

Also claimed are (1) an antibody or antisera specifically 

reactive to the receptor protein; and (2) a carrier molecule and 
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biomedical device comprising the antibody or antisera. 

USE /ADVANTAGE - CSVTCG receptor protein can be purified from 
cell extracts of tumour cell lines, pref. melanoma or lung 
cancer cell lines, by passing the extracts through a chromatographic 
column contg. immobilised CSVTCG peptides. The antibodies or 
antisera can be used to diagnose carcinoma by reacting them with a 
tissue sample. They can also be used in the prepn. of a medicament 
to inhibit tumour cell adhesion or metastasis, or for inhibiting 
thrombotic activity, atherosclerosis, malarial activity or 
angiogenesis . The carrier molecule may also comprise toxins, drugs, 
hormones or imaging agents and can be used to deliver these cpds . to 
tumour cells for diagnostic or therapeutic purposes. The receptor is 
specific for the CSVTCG region of thrombospondulin . 
Dwg.0/2 

L8 ANSWER 4 OF 8 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 

AN 92-433665 [52] WPIDS 

DNN N92-330897 DNC C92-192572 

TI New monoclonal antibody ME20 - specific for cell surface 

protein detectable on human melanoma 

tumour cells, for diagnosis and treatment of 

melanoma. 
DC B04 D16 S03 

IN HELLSTROM, I; HELLSTROM, K E; MARQUARDT, H 
PA (BRIM) BRISTOL-MYERS SQUIBB CO 
CYC 23 

PI WO 9221767 Al 921210 (9252)* EN 38 pp 

RW: AT BE CH DE DK ES FR GB GR IT LU MC NL SE 
W: AU CA FI JP KR NO 

AU 9221706 A 930108 (9315) 

ZA 9204068 A 930224 (9316) 35 pp 

PT 100568 A 930930 (9342) 
ADT WO 9221767 Al WO 92-US4451 920527; AU 9221706 A AU 92-21706 920527, 

WO 92-US4451 920527; ZA 9204068 A ZA 92-4068 920604; PT 100568 A PT 

92-100568 920604 
FDT AU 9221706 A Based on WO 9221767 
PRAI US 91-710613 910605 
AB WO 9221767 A UPAB: 940407 

An antibody (Ab) or fragment that specifically reacts with a human 

melanoma cell surface protein (I) og mol.wt. 80-120 

kD and which is present on human melanoma tumour 

cells but not normal cells, is new. 

Also new are (1) a purified peptide contg. a region, corresp. 

to a domain of (I) or a fragment, which can specifically immunoreact 

with monoclonal Ab ME20 produced by the hybridoma ATCC HB107 64 or 

HB10763; (2) an immunogenic compsn. comprising this peptide and a 

carrier or an immune responding agent; (3) a kit comprising the Ab 

or fragment and/or the peptide. 

USE/ADVANTAGE - The Ab can be used to determine the presence 

and location of human melanoma cells. It may also be used 

to treat melanoma when administered with a 

chemotherapeutic agent. The peptide is used to induce an immune 
response directed towards human melanoma. The Ab can be 
used in in vivo or in vitro assay 
Dwg.0/0 
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91-353726 [48] WPIDS 
N91-270898 DNC C91-152567 

New 35 KD tumour associated protein 
antigen - used for immuno-diagnosis , 
therapy of cancer. 
B04 D16 

GUPTA, R K; MORTON, D L; WONG, J H 
(REGC) UNIV CALIFORNIA 
33 

WO 9117187 A 911114 (9148)* 

RW: AT BE CH DE DK ES FR GB GR IT LU NL OA SE 
W: AT BB BG BR CA FI HU JP KP KR LK MC MG MW NO PL RO SD SU 
EP 529007 Al 930303 (9309) EN 



23 pp 

R: AT BE CH DE DK ES FR GB GR IT LI LU NL SE 

9 pp 

WO 91-US2638 910417; JP 05506241 W 
910417 

JP 05506241 W Based on WO 9117187 



JP 05506241 W 930916 (9342) 
EP 529007 Al EP 91-920948 910417, 
JP 91-508637 910417, WO 91-US2638 
EP 529007 Al Based on WO 9117187; 
US 90-510602 900418 
WO 9117187 A UPAB: 930928 

A purified tumour-associated antigenic protein 
has a molecular weight of 35 kD by SDS-PAGE under reducing 
conditions and specifically binds MAb JSI. Also claimed are reagents 
which specifically bind the protein, reagents which bind JSI, a 
hybridoma cell line producing JSI, nucleic acid encoding the protein 
and nucleic acid hybridising to the nucleic acid that encodes the 
protein . 

USE/ADVANTAGE - The protein is used to detect subclinical 
cancer, to monitor a malignancy, as a vaccine for inducing an immune 
response to cancers e.g. melanoma, sarcoma and carcinoma, 
especially breast carcinoma. Cancer is detected by enhancing 
expression of the protein on cancer cells with IFN-gamma, 
contacting the protein with a reagent (e.g. an antibody) and 
detecting the presence of the reagent. The reagent may also be used 
to detect an immune complex containing the protein. 
0/1 
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91-164362 [22] WPIDS 

N91-125906 DNC C91-071183 

New urinary tumour associated antigen and its 

sub-units - used for immuno diagnosis, immuno prognosis and therapy 
of human cancer. 
B04 D16 S03 

EUHUS, D M; GUPTA, R K; MORTON, D L; GUPTA, R 

(EUHU-I) EUHUS D M; (GUPT-I) GUPTA R K; (MORT-I) MORTON D L 

34 

WO 9106866 A 910516 (9122)* 86 pp 

GR IT LU NL OA SE 

DK ES FI GB HU JP KP KR LK LU MC MG 



9106866 A 910516 (9122)* 

RW: AT BE CH DE DK ES FR GB 

W: AT AU BB BG BR CA CH DE 

MW NL NO RO SD SE SU 

AU 9168753 A 910531 (9135) 

EP 498851 Al 920819 (9234) EN 

R: AT BE CH DE DK ES FR GB GR 

JP 05505596 W 930819 .(9338) 

WO 9106866 A3 910905 (9508) 

AU 661816 B 950810 (9540) 



8 6 pp 
IT LI LU 
31 pp 



NL SE 
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EP 678744 A2 951025 (9547) EN 44 pp 

R: AT BE CH DE DK ES FR GB GR IT LI LU NL SE 
EP 498851 Bl 960103 (9606) EN 42 pp 

R: AT BE CH DE DK ES FR GB GR IT LI LU NL SE 
DE 69024659 E 960215 (9612) 
EP 678744 A3 951213 (9619) 
ES 2084715 T3 960516 (9627) 
US 5700649 A 971223 (9806) 35 pp 

ADT EP 498851 Al EP 90-917644 901031, WO 90-US6339 901031; JP 05505596 W 
WO 90-US6339 901031, JP 91-500470 901031/ WO 9106866 A3 WO 90-US6339 
901031; AU 661816 B AU 91-68753 901031; EP 678744 A2 EP 95-104918 
901031; EP 498851 Bl EP 90-917644 901031, WO 90-US6339 901031; DE 
69024659 E DE 90-624659 901031, EP 90-917644 901031, WO 90-US6339 
901031; EP 678744 A3 EP 95-104918 901031; ES 2084715 T3 EP 90-917644 
901031; US 5700649 A Div ex US 89-431533 891103, US 95-462264 950605 

FDT EP 498851 Al Based on WO 9106866; JP 05505596 W Based on WO 9106866; 
AU 661816 B Previous Publ . AU 9168753, Based on WO 9106866; EP 
498851 Bl Based on WO 9106866; DE 69024659 E Based on EP 498851, 
Based on WO 9106866; EP 678744 A3 Related to EP 498851; ES 2084715 
T3 Based on EP 498851 

PRAI US 89-431533 891103; US 95-462264 950605 

AB WO 9106866 A UPAB: 930928 

A new pure antigenic polypeptide subunit of urinary tumour 

associated antigen (UTAA) is claimed. After reduction by 

beta-mercaptoethanol and separation by SDS-PAGE, the subunit has a 

molecular weight of 90-100 kD. Also claimed are: 1) A 

monoclonal antibody (MAb) produced by isolating antibody producing 

cells from an animal exposed to the polypeptide forming hybridomas 

between these cells and cancer cells, and selecting those producing 

the MAb. 2) Reagents reactive with antibodies that react with UTAA. 

3) An epitope of UTAA on the 4 5 kD subunit. 4) An epitope 

of UTAA and the 120 kD subunit. 5) An epitope of UTAA on 

the 65 kD subunit. 6) Nucleic acid encoding the subunit; 

and 7) A nucleic acid probe which hybridises with the nucleic acid 

of (5) . The MAb is FgG or IgM. 

USE/ADVANTAGE - The MAb is used to detect subclinical cancer, 
UTAA on the tumour cells of a biopsy and breast or lung cancer. Low 
levels of UTAA may be detected. A vaccine against tumour cells is 
also claimed, comprising inactivated tumour cells with a UTAA and at 
least one tumour-associated antigen selected 
from GM-2, GD-2, foetal antigen or melanoma 
tumour-associated antigen. Cancers that can be 
vaccinated against include melanomas, sarcomas and carcinomas. 
@(86pp Dwg. No. 1/17)@ 



L8 ANSWER 7 OF 8 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 
AN 89-270468 [37] WPIDS 
DNC C89-119828 

TI New continuous cell line for prodn. of monoclonal antibody - reacts 
with melanoma-associated tumour cell 

antigen, useful for diagnosis and differentiation of 

cancerous diseases. 
DC B04 D16 
IN KHAN, A 

PA (WADL) WADLEY TECHNOLOGIES INC; (CYTO-N) CYTOCLONAL PHARM INC 
CYC 1 

PI US 4851510 A 890725 (8937)* 10 pp 
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US 5654408 A 970805 (9737) 11 pp 

ADT US 4851510 A US 84-676839 841130; US 5654408 A Div ex US 84-676839 
841130, US 89-341718 890421 

FDT US 5654408 A Div ex US 4851510 

PRAI US 84-676839 841130; US 89-341718 890421 

AB US 4851510 A UPAB: 930923 

A continuous cell line which produces antibodies, which specifically 

bind with at least one site on a melanoma-associated 

antigen, but are unreactive with normal human cells, breast or 

ovarian carcinoma cells or H-29 colon carcinoma cells as determined 

by indirect immunof lorescence, is claimed. The site on the antigen 

is not associated with normal human cell surface antigens and the 

melanoma-associated antigen is isolatable from G-361 

melanoma cells, the isolated antigen having a mol . wt . of 

105000 as determined by sodium dodecyl sulphate gel electrophoresis. 

Also claimed is a continuous cell line producing antibodies 
specific against a melanoma-associated antigen of mol. wt . 
38000. Cell line ATCC HB8672 is claimed, and the monoclonal antibody 
WI-MN-1 it produces. 

Also claimed is an antibody produced by (a) obtg. a WI-MN-1 
monoclonal antibody produced by cell line ATCC HB8672; (b) forming a 
complex comprising WI-MN-1 bound to a tumour cell 
antigen by contacting WI-MN-1 with a tumour cell; 
(c) isolating the tumour cell antigen which 

combines with the WI-MN-1 monoclonal antibody from the complex; (d) 
injecting the tumour cell antigen into an 

animal; (e) selecting and isolating an antibody-forming cell from 
the animal, the cell capable of producing antibodies specifically 
binding the tumour cell antigen; (f) fusing the 

antibody-forming cell with a myeloma cell to form a hybridoma; and 
(g) causing the hybridoma to make the claimed antibody. 

Alternatively, the isolated tumour antigen 
is injected into an animal, circulating fluids are collected and the 
antibody directed against the antigen is isolated. 

USE/ADVANTAGE - The WI-MN-1 antibody may be used for diagnosis 
and differentiation of cancerous diseases. 
0/0 

L8 ANSWER 8 OF 8 WPIDS COPYRIGHT 1998 DERWENT INFORMATION LTD 
AN 86-163227 [26] WPIDS 
DNC C86-069813 

TI Antibody for differentiating between malignant and benign tumours - 
obtd. by contacting malignant tumour cells with gamma-globulin to 
induce antigenicity then using to immunise animal etc. . 

DC B04 D16 

IN FERRONE, S; MATSUI, M 
PA (SUNR) SUNTORY LTD 
CYC 13 

PI EP 185135 A 860625 (8626)* EN 15 pp 
R: AT BE CH DE FR GB IT LI LU NL SE 

JP 61148199 A 860705 (8633) 

US 5126262 A 920630 (9229) 7 pp 

ADT EP 185135 A EP 85-110206 850814; JP 61148199 A JP 85-217741 850930; 

US 5126262 A Cont of US 84-684262 841220, Cont of US 88-251980 

880928, US 91-657253 910215 
PRAI US 84-684262 841220 
AB EP 185135 A UPAB: 930922 
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Antibody specifically differentiating between a malignant and a 
benign tumour is new when obtd. by: (a) contacting cultured 
malignant tumour cells with a cytokine or lymphokine antitumour 
agent (I) to enhance or induce the antigenicity of the cells 
specific to the malignant tumour; (b) immersing an animal with these 
cells; (c) obtg. spleen cells from the animal; (d) fusing the spleen 
cells with immortal cells for hybridoma prodn.; (e) cloning the 
fused cells for selection of hybridoma cells producing an antibody 
specific to the malignant tumour; and (f) collecting the antibody 
from a culture of the selected hybridoma cells. 

USE/ADVANTAGE - The antibody is useful for the diagnosis and 
treatment of human tumour cells and tissues, and esp. for 
distinguishing malignant melanomas from benign tumours. 
The target antigen does not have to be purified and large 
amts. of homogeneous antibody can be produced. 
0/0 
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esophageal squamous cell carcinoma. 
AU Schaefer C; Noppen S; Nuernberger H-R; Gudat F; Kocher T; Luescher U; 

Zuber M; Spagnoli G C; Heberer M 
CS Dep. Surg. Res., ZLF, Hebelstrasse 20, CH-4031 Basel, Switzerland 
SO Oncology Reports 4 (6). 1997. 1289-1293. ISSN: 1021-335X 
LA English 

AB Genes of the MAGE family encode tumor-specific antigens recognized by 
cytotoxic T-lymphocytes in a variety of neoplasms. We investigated 
the protein expression of these antigens as related to the gene 
expression, in esophageal squamous cell carcinoma by using 

monoclonal antibodies recognizing MAGE gene products. 

Esophageal squamous cell carcinomas were found to express both 

MAGE-1 (4 out of 15 samples) and MAGE- 3 (7 out of 

15 samples) genes, by RT-PCR. Immunoblotting revealed MAGE- 

1 and MAGE-3 gene products in 2 and 6 out of 15 samples, 

respectively. Immunohistochemistry performed on 12 samples showed 

MAGE-1 protein expression, limited to single tumor 

cells, in 2 cases. MAGE-3 gene product was detectable in 7 cases: in 
5 of them over 50% of neoplastic cells were positive. Considering the 
high percentages of tumor cells expressing MAGE-3 antigen, the use of 
epitope-based vaccines could be envisaged in patients displaying 
appropriate HLA-class I phenotypes. 

L4 ANSWER 2 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 97:503259 BIOSIS 
DN 99802462 

TI Heterogeneity of melanoma antigen-1 (MAGE-1) gene 

and protein expression in malignant melanoma. 
AU Zuber M; Spagnoli G C; Kocher T; Lusher U; Schaefer C; Noppen C; 

Gudat F; Harder F; Heberer M 
CS Dep. Surg., Univ. Basel, Spitalstr. 21, CH-4031 Basel, Switzerland 
SO European Surgical Research 29 (5). 1997. 403-410. ISSN: 0014-312X 
LA English 

AB Objective: The authors' objective is to identify MAGE- 
1 tumor antigen in clinical melanoma specimens and to verify 

the extent of its expression in tumors where evidence of specific 
gene transcripts can be obtained. Background data: The MAGE 
-1 gene encodes a tumor-associated antigen that can be 
recognized by specific cytotoxic T lymphocytes. Transcription of the 
MAGE-1 gene has previously been demonstrated in 

various malignancies, but the production of the specific gene product 
and its distribution in neoplastic tissues have not yet been 
addressed. Methods: Total cellular mRNA was extracted from six 
melanoma biopsies, reverse-transcribed and tested in 25-45 cycles of 
reverse polymerase chain reaction (rtPCR) in the presence of primers' 
pairs specific for the beta-actin-positive control gene and for the 
MAGE-l-encoding gene. Concurrently, portions of 
these specimens were lysed and probed for MAGE-1 

protein by immunoblotting. Additional material from the same biopsies 
was analyzed following immunohistological staining with MAGE 
-1-specific monoclonal antibodies. Results: 
MAGE-1 gene transcription could be demonstrated 

following 25 cycles of rtPCR in one out of six biopsies and in three 
more following 35 cycles of rtPCR. 2/6 samples were negative even 
after 45 cycles of rtPCR. MAGE-1 protein 

production could be detected by immunoblotting in the lysates from 
biopsies showing evidence of specific gene transcription. Cells 
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positive for MAGE-1 protein expression could be 

identified by immunohistochemistry on snap-frozen sections in three 
of the four tumors displaying specific transcripts. Distribution of 
positivity ranged between focal cellular areas and single positive 
cells in the different tumors. Conclusions: The MAGE- 
1 tumor antigen can be detected by specific 
monoclonal antibodies in clinical tumor specimens. The 

pattern of positivity observed in samples showing evidence of 
MAGE-1 gene expression suggests a relevant 

heterogeneity regarding MAGE-1 antigen production 
within individual tumor specimens. 

L4 ANSWER 3 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 96:563309 BIOSIS 
DN 99292665 

TI The tumour-associated antigen MAGE-1 is 

detectable in formalin-fixed paraffin sections of malignant melanoma. 
AU Gudat F; Zuber M; Durmuller U; Kocher T; Schaefer C; Noppen C; 

Spagnoli G 

CS Inst. Pathol., Univ. Basel, Schonbeinstrasse 40, CH-4003 Basel, 
Switzerland 

SO Virchows Archiv 429 (2-3). 1996. 77-81. ISSN: 0945-6317 
LA English 

AB The MAGE-1 gene encodes a protein encompassing a 

HLA-Al-restricted target epitope for cytolytic T lymphocytes. 
Monoclonal antibodies directed against the MAGE- 
1 protein were tested for usage in immunohistology of routine 

pathology material. Seven formalin-fixed, paraffin-embedded malignant 
melanomas were studied by the Avidin-Biotin complex (ABC) method with 
or without different antigen retrieval methods. Native, frozen 
tissues from the same tumours were used to validate the results by 
immunohistochemistry on frozen sections, by PCR for mRNA and by 
protein demonstration in tissue extracts using western blotting. Of 4 
monoclonal antibodies tested, mAB 34B and mAB 77B were highly 
efficient in detecting MAGE-1 protein in 

deparaf f inized sections with the regular ABC method after microwave 
pretreatment . In a series of an additional 28 patients 75% expressed 

MAGE-1, 50% in a substantial proportion. Follow-up 

studies in 6 patients indicate that the expression pattern remains 
stable but may change substantially within a short range. 
Immunohistology is thus a rapid and well-established method that 
might be used to select and monitor HLA-A1 positive patients with 
malignant melanoma and other candidate tumours for MAGE- 

1-directed immuno-therapy . 

L4 ANSWER 4 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 96:415356 BIOSIS 
DN 99137712 

TI Monoclonal antibodies against recombinant -MAGE - 

1 protein identify a cross-reacting 72-kDa antigen which is 
co-expressed with MAGE-1 protein in melanoma 
cells . 

AU Carrel S; Schreyer M; Spagnoli G; Cerottini J-C; Rimoldi D 
CS Ludwig Inst. Cancer Res., Ch. des Boveresses 155, 1066 Epalinges, 
Switzerland 

SO International Journal of Cancer 67 (3). 1996. 417-422. ISSN: 
0020-7136 
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LA English 

AB The MAGE- I gene codes for tumor-associated peptides recognized by 
cytolytic T lymphocytes in association with MHC-class-I molecules 
such as HLA-A I and HLA-Cwl6. In the course of a study aiming at the 
immunohistochemical detection of the MAGE-I gene product in tumor 
samples, 2 mouse monoclonal antibodies (MAbs) directed 
against a full-length recombinant MAGE-I fusion protein were found to 
react strongly not only with the 4 6-kDa MAGE-I protein, but also with 
a 72-kDa product in immunoblots of lysates obtained from several 
MAGEl-mRNA-positive melanoma cell lines. Pre-incubation of the 
antibodies with the recombinant MAGE-I fusion protein abolished their 
reactivity both with MAGE-I protein and with the 72-kDa product, thus 
confirming the occurrence of antigenic determinant (s) shared by the 2 
proteins. The 72-kDa protein is not an alternative product of MAGE-I, 
since it was still detected in lysates of a MAGE-I loss variant 
derived from a MAGE-I-positive melanoma cell line. Moreover, the 
72-kDa protein does not appear to be a product of the other members 
of the MAGE gene family known to be expressed in tumors (such as 
MAGE-2, -3, -4 and -12) . Interestingly, expression of the 72-kDa 
protein was found to be correlated with that of MAGE-I protein. Thus, 
in 30 tumor cell lines analyzed by irnmunob lot ting and RT-PCR, the 
72-kDa protein was never detected in MAGE-I -mRNA-negative cell lines, 
while it was co-expressed with MAGE-I protein in 12 out of 15 cell 
lines expressing MAGE-I. Furthermore, the 72-kDa protein was detected 
in lysates of human testis, the only normal tissue known to express 
MAGE-I. Finally, treatment of MAGE- 1 

-mRNA-negative cell lines with 5-Aza-2 1 -deoxycytidine, a 
hypomethylating agent known to induce MAGE- I expression, resulted in 
the expression of the 72-kDa protein. Taken collectively, these 
findings suggest that expression of the gene encoding the 72-kDa 
protein identified in this study through antigenic determinant (s) 
shared with MAGE-I protein is regulated in a way similar to that of 
MAGE-I. 

L4 ANSWER 5 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 96:257272 BIOSIS 
DN 98813401 

TI Monoclonal antibodies against full-length MAGE- 

1 protein identify a crossreacting 72 kDa antigen which is 

coexpressed with MAGE-1 melanoma cells. 
AU Carrel S; Salvi S; Hartmann F; Rimoldi D; Schreyer M; Spagnoli G 
CS Ludwig Inst. Cancer Res., Lausanne Branch, Univ. Lausanne, 1066 

Epalinges, Switzerland 
SO 87th Annual Meeting of the American Association for Cancer Research, 

Washington, D.C., USA, April 20-24, 1996. Proceedings of the American 

Association for Cancer Research Annual Meeting 37 (0). 1996. 465. 

ISSN: 0197-016X 
DT Conference 
LA English 

L4 ANSWER 6 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 96:46201 BIOSIS 
DN 98618336 

TI A 72kDa protein coexpressed in melanoma cells with MAGE- 

1, revealed by anti-recombinant MAGE-1 

monoclonal antibodies. 
AU Carrel S; Hartmann F; Salvi S; Spagnoli G; Schreyer M; Rimoldi D 
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CS Ludwig Inst. Cancer Research, Lausanne Branch, Univ. Lausanne, 1066 

Epalinges, Switzerland 
SO Fifth International Conference of Anticancer Research, Corfu, Greece, 

October 17-22, 1995. Anticancer Research 15 (5A) . 1995. 1672. ISSN: 

0250-7005 
DT Conference 
LA English 

L4 ANSWER 7 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 95:551277 BIOSIS 
DN 98565577 

TI Establishment of an enzyme-linked immunosorbent assay (ELISA) for 

measuring cellular MAGE-4 protein on human cancers. 
AU Shichijo S; Tsunosue R; Kubo K; Kuramoto T; Tanaka Y; Hayashi A; Itoh 

K 

CS Dep. Immunol., Kurume Univ. Sch. Med., Kurume 830, Japan 

SO Journal of Immunological Methods 186 (1). 1995. 137-149. ISSN: 

0022-1759 
LA English 

AB The MAGE genes encoding tumor-rejection antigens are expressed on 
various human cancers. An enzyme-linked immunosorbent assay (ELISA) 
was established for measuring cellular MAGE-4 protein {MAGE-4a and/or 
-4b) expressed on human tumor cells using a monoclonal 
antibody (mAb) and polyclonal Ab to recombinant MAGE-4b protein. Both 
the R5 mAb (IgGl) and the polyclonal Ab recognized a 45 kDa protein 
in extracts of MAGE-4 mRNA positive cancers, and showed no apparent 
cross-reactivity to the other MAGE gene products (MAGE- 
1, -2, -3, -6, and -12) by the immunoblot analyses. The R5 

mAb and the polyclonal Ab primarily recognized one (the position 
119-133) and two oligopeptides (the positions 119-133 and 259-273), 
respectively, among a series of 31 different MAGE-4b oligopeptides. 
The amino acid sequences of these two peptides were identical to 
those of MAGE-4a and -4b, but differed from those of all the other 
MAGE proteins (MAGE-1, -2, -3, -6, and -12). 

Substitution of glycine for amino acid in position 123 (arginine, R) , 
124 (lysine, K) , 126 (R) or 128 (K) in a MAGE- 4b oligopeptide of the 
position 119-132 severely decreased the reactivity of the R5 mAb to 
the oligopeptide. This ELISA also showed no apparent cross-reactivity 
with the other MAGE gene products (MAGE-1 , -2 -3, 
-6, and -12) . The minimum detectable level of MAGE-4 protein was 
determined to be 10 pg/well (100 pg/ml) . The results suggest that 
this ELISA is a reliable and quantitative method to measure cellular 
MAGE-4 protein that is a potential target molecule for specific 
immunotherapy of human cancers. 

L4 ANSWER 8 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 95:487231 BIOSIS 
DN 98501531 

TI Expression of the MAGE gene family in human lymphocytic leukemia. 
AU Schichijo S; Tsunosue R; Masuoka K; Natori H; Tamai M; Miyajima J; 
Sagawa K; Itoh K 

CS Dep. Immunol., Kurume Univ. Sch. Med., 67-Asahi-machi , Kurume, 

Fukuoka 830, Japan 
SO Cancer Immunology Immunotherapy 41 (2). 1995. 95-103. ISSN: 

0340-7004 
LA English 

AB The MAGE gene family, encoding tumor-rejection antigens recognized by 

Page 33 



Caputa US 08/560,024 



cytotoxic T lymphocytes, is frequently expressed in human solid 
cancers. However, its expression in leukemia has not been well 
studied. We have investigated MAGE gene expression at the mRNA level 
in human leukemia. The MAGE gene family was expressed in 17 of 34 
(50%) examples of T cell leukemia (12/21 patients 1 peripheral blood 
mononuclear cells and 5/13 cell lines), in 7 of 16 (44%) cases of B 
cell leukemia (1/8 and 6/8 respectively), but in none of 23 
myelomonocytic leukemia cases (0/16 and 0/7), as evaluated by the 
primers common to the MAGE-1, -3, -4 (-4a and/or 
-4b) , and -6 genes and the semi-quantif icative reverse 
transcription/polymerase chain reaction method. None of a panel of 
normal lymphoid cells expressed the MAGE gene family. As revealed by 
the primers specific for each of the MAGE genes, the MAGE- 
1, -2, -3, -4 or -6 gene was expressed in 8, 8, 6, 2, or 6 

respectively out of 23 types of leukemia cell lines. Expression of 
the MAGE-1 protein in both the cell lines and 

patients 1 cells was confirmed by immunoblot analysis with the 
polyclonal antibody to recombinant MAGE-1 

protein. Cellular MAGE- 4 protein in the cell lines was measured by an 
enzyme-linked immunosorbent assay with the polyclonal and 
monoclonal antibodies to recombinant MAGE-4b protein. In 

summary, the MAGE gene family was found to be expressed in the 
substantial proportion of T cell leukemias, but in no case of 
myelomonocytic leukemia. Antigens coded by the MAGE gene family could 
be important molecules for understanding specific immunity against 
lymphocytic leukemia. 

L4 ANSWER 9 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 95:411919 BIOSIS 
DN 98426219 

TI Detection of MAGE-4 protein in lung cancers. 

AU Shichijo S; Hayashi A; Takamori S; Tsunosue R; Hoshino T; Sakata M; 

Kuramoto T; Oizumi K; It oh K 
CS Dep. Immunol., Kurume Univ. Sch. Med., 67 Asahi-machi, Kurume 830, 

Japan 

SO International Journal of Cancer 64 (3). 1995. 158-165. ISSN: 

0020-7136 
LA English 

AB Expression of genes of the MAGE family, which encode tumor-rejection 
antigens recognized on HLA-A1 and -Cwl601 by cytotoxic T lymphocytes 
(CTL) , was investigated in lung cancers at the mRNA (MAGE- 
l,-2,-3/-6, and -4 (4a and/or 4b)) and protein (MAGE-4) 
levels. MAGE-1, -2, -3/-6 and -4 genes were 

expressed, respectively, at the mRNA level in 6, 7, 20 and 7 of 53 
lung cancers (SO non-small-cell lung cancers and 3 small-cell lung 
cancers) by the reverse transcription-polymerase chain reaction 
(RT-PCR) method. Polyclonal antibody (Ab) and monoclonal 
antibody (MAb) against recombinant MAGE- 4b protein were developed to 
detect MAGE-4 protein. Both the polyclonal Ab and the RS MAb 
recognized a 45-kDa protein in extracts of MAGE-4 mRNA-positive lung 
cancers, and showed no apparent cross-reactivity with the other MAGE 
gene products except with MAGE-4a by immunoblot analyses and 
transfection experiments. MAGE-4 protein was defected on 13 of 4 4 
(30%) lung cancers (18 to 55,989 pg/mg) by ELISA with the polyclonal 
Ab and RS MAb. These 13 lung cancers consisted of 6 of 6 MAGE-4 
mRNA-detectable and 7 of 38 MAGE-4 mRNA undetectable lung cancers. 
Histologically, these comprised 7 of 10 squamous-cell carcinomas, 4 
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of 30 adenocarcinomas and 2 of 3 small-cell lung cancers. The 
proportions of MAGE gene-positive samples, at both the mRNA and 
protein levels, correlated with the size of the primary tumors and 
with regional node involvement. These results should provide 
important information on specific immunotherapy of lung cancers using 
MAGE gene products. 

L4 ANSWER 10 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 95:317017 BIOSIS 
DN 98331317 

TI Identification and intracellular location of MAGE-3 gene product. 
AU Kocher T; Schult z-Thater E; Gudat F; Schaefer C; Casorati G; Juretic 

A; Willimann T; Harder F; Heberer M; Spagnoli G C 
CS Surg. Res. Lab., 20 Hebelstrasse 4031 Basel, Switzerland 
SO Cancer Research 55 (11). 1995. 2236-2239. ISSN: 0008-5472 
LA English 

AB The human MAGE-3 gene encodes a melanoma antigenic epitope recognized 
by specific cytotoxic T lymphocytes, but its gene product has not 
been identified thus far. We produced a recombinant MAGE-3 gene 
product by expression cloning of the entire reading frame in the 
context of a fusion protein characterized by a 10-histidine tail, 
allowing purification by metal chelation on a nickel Sepharose 
column. The semipurified product was used to generate MAGE-3-specif ic 
monoclonal antibodies. One reagent could identify by 

immunoblotting the native MAGE-3 gene product as a M, 48,000 protein 
in lysates of cell lines showing evidence of MAGE-3 gene expression. 
No apparent cross-reactivity with recombinant or native MAGE 
-1 gene product was observed. Immunohistochemistry shows 
that, closely resembling the MAGE-1 gene product, 
MAGE-3 is a cytoplasmic protein. 

L4 ANSWER 11 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 95:187036 BIOSIS 
DN 98201336 

TI Immunohistochemical localization of MAGE-1 in 
melanoma cell lines by monoclonal anti-MAGE- 
1 antibodies. 

AU Carrel S; Hartmann F; Salvi S; Spagnoli G; Schreyer M; Rimoldi D 
CS Ludwig Inst. Cancer Res., Lausanne Branch, Univ. Lausanne, 1066 

Epalinges, Switzerland 
SO Eighty-sixth Annual Meeting of the American Association for Cancer 

Research, Toronto, Ontario, Canada, March 18-22, 1995. Proceedings of 

the American Association for Cancer Research Annual Meeting 36 (0) . 

1995. 479. ISSN: 0197-016X 
DT Conference 
LA English 

L4 ANSWER 12 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 94:548546 BIOSIS 
DN 98008094 

TI MAGE-1 gene product is a cytoplasmic protein. 

AU Schultz-Thater E; Juretic A; Dellabona P; Luscher U; Siegrist W; 

Harder F; Heberer M; Zuber M; Spagnoli G C 
CS Z.L.F., Surgical Res. Lab., 20 Hebelstrasse, CH-4031 Basel, 

Switzerland 

SO International Journal of Cancer 59 (3). 1994. 435-439. ISSN: 
0020-7136 

Page 35 



Caputa US 08/560,024 



LA English 

AB MAGE-1 gene encodes a human melanoma antigen, 

recognized by syngeneic cytotoxic T lymphocytes (CTL) . MAGE 
-1 transcripts are also detectable in breast cancers, in 
non-small-cell lung carcinomas and in central nervous system tumors. 
In order to identify, in cellular preparations, the protein 
encompassing the antigenic peptide, we generated a panel of 

monoclonal antibodies (MAbs) against the MAGE- 

1 gene product by using, as immunogen, a full-length 

recombinant preparation (rMAGEl), obtained through expression cloning 
of the relevant gene in E. coli. Four reagents were obtained 
recognizing both rMAGE-1 and the 4 6-kDa native protein in cell lines 
expressing MAGE-1 mRNA. No positivity could be 
detected in MAGE-1 -mRNA- negative melanoma lines. 
No surface labelling of MAGE-l-positive cell 

lines could be observed. In contrast, on permeabilization of MZ2 
melanoma cells, all 4 MAbs induced efficient staining, as detected by 
cytof luorography . Fluorescence microscopy shows that MAGE- 
1 gene product is a cytoplasmic protein clustered in 
paranuclear organelle-like structures. Thus, MAGE-1 

protein location closely resembles that of P91A and P198 murine-tumor 
antigens . 

L4 ANSWER 13 OF 13 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 94:129901 BIOSIS 
DN 97142901 

TI Identification of the MAGE-1 gene product by 

monoclonal and polyclonal antibodies. 
AU Chen Y-T; Stockert E; Chen Y; Garin-Chesa P; Rettig W J; Van Der 

Bruggen P; Boon T; Old L J 
CS Ludwig Inst. Cancer Res., New York Unit, New York Hosp. -Cornell Med. 

Cent., New York, NY 10021, USA 
SO Proceedings of the National Academy of Sciences of the United States 

of America 91 (3). 1994. 1004-1008. ISSN: 0027-8424 
LA English 

AB The human MAGE-1 gene encodes a melanoma peptide 

antigen recognized by autologous cytotoxic T lymphocytes. To produce 
antibodies against the MAGE-1 gene product, 

several approaches were taken. Three oligopeptides were synthesized 
based on predicted MAGE-1 amino acid sequences 

and were used to generate rabbit anti-peptide antisera. In addition, 
a truncated MAGE-1 cDNA was cloned into an 

Escherichia coli expression vector, and recombinant protein was 
produced and purified. All three rabbit anti-peptide antisera showed 
reactivity against the immunizing peptide, and one reacted with the 
recombinant MAGE-1 protein by immunoblotting, but 
none reacted with cell lysates from MAGE-1 
mRNA-positive cells. The recombinant MAGE-1 

protein was then used for the generation of mouse monoclonal 

and rabbit polyclonal antibodies. One IgGl monoclonal 

antibody, MA454, as well as rabbit polyclonal antisera recognized a 

46-kDa protein in extracts of MAGE-1 

mRNA-positive melanoma cell lines. The antibodies showed no apparent 
crossreactivity with products of the closely related MAGE-2 and 
MAGE-3 genes. Serological typing of normal and tumor cell lysates was 
in full agreement with mRNA analysis, showing expression of 
MAGE-1 protein in MAGE-1 
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mRNA-positive testis and a subset of melanomas but not in 
MAGE-1 mRNA-negative normal or tumor tissues. 

Transfection of the MAGE-1 gene into a 
MAGE-1 mRNA-negative melanoma cell line resulted in 

the expression of the 4 6-kDa protein, confirming the identity of this 

protein as the MAGE-1 gene product. 1 



L5 ANSWER 1 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 98:93450 BIOSIS 
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TI Two members of the human MAGEB gene family located in Xp21.3 are 

expressed in tumors of various histological origins. 
AU Lurquin C; De Smet C; Brasseur F; Muscatelli F; Martelange V; De 

Plaen E; Brasseur R; Monaco A P; Boon T 
CS Ludwig Inst. Cancer Res., 74 avenue Hippocrate, UCL 74.59, B-1200 

Brussels, Belgium 
SO Genomics 46 (3). 1997. 397-408. ISSN: 0888-7543 
LA English 

AB Genes of the MAGE family direct the expression of tumor antigens 

recognized on a human melanoma by autologous cytolytic T lymphocytes. 
Twelve closely related MAGE genes are located in the Xq28 region. 
These genes share 60-98% nucleotide identity in their coding region. 
The presence of homologous genes in a region of Xp21.3 has been 
reported previously. We obtained the complete sequence of a 
42-kb stretch of this region. It contains four MAGE-related genes, 
which we propose to name MAGE-B1, B2, B3, and B4 (HGMW-approved 
symbols MAGEB 1 , MAGEB2, MAGEB3, and MAGEB4 ) . The coding regions of 
these genes share 66-81% nucleotide identity and show 4563% identity 
with those of the MAGE genes located in Xq28. Like the MAGE genes 
located in Xq28, the RAGEB genes are silent in normal tissues with 
the exception of testis. Like MAGE-1, 2, 3, 4, 6 

and 12 (HGMW-approved symbols MAGEA1, 2, 3, 4, 6, and 12), genes 
MAGE-B1 and MAGE-B2 are expressed in a significant fraction of tumors 
of various histological types. The transcription of MAGE-B1 and 
MAGE-B2 can be induced by 5-aza-2 1 -deoxycytidine, suggesting that the 
activation of these genes in tumors results from a demethylation 
process . 

L5 ANSWER 2 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 97:180328 BIOSIS 
DN 99472041 

TI Alternative promoters of gene MAGE4a. 

AU De Plaen E; Naerhuyzen B; De Smet C; Szikora J-P; Boon T 

CS Ludwig Inst. Cancer Res., Brussels Branch, 74 avenue Hippocrate, UCL 

74.59, B1200 Brussels, Belgium 
SO Genomics 40 (2). 1997. 305-313. ISSN: 0888-7543 
LA English 

AB Gene MAGE-4 (HGMW-approved symbol MAGE4) is expressed in several 
types of tumors, but not in normal tissues, except testis and 
placenta. The 5 f end of this gene contains eight homologous exons 
spread over a 5.8-kb region. These exons are alternatively spliced to 
a unique second exon and a unique third exon, which encodes a protein 
of 317 amino acids. The analysis of transcripts found in testis, 
placenta, and a sarcoma cell line showed that each of the alternative 
first exons is used in at least one of these tissues. Various regions 
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of the promoter of the fifth alternative exon (1.5) were cloned in a 
luciferase reporter plasmid, and the constructs were transfected in a 
sarcoma cell line that expresses MAGE- 4 . Two Ets motifs located 
between positions -70 and -29 relative to the transcription start 
site were found to drive 55% of the promoter activity. A region 
containing a Spl consensus binding site located upstream of the two 
Ets motifs was found to be responsible for 44% of the transcriptional 
activity. MAGE-4a promoters 1.4 and 1.6, which also contain the Spl 
and the two Ets binding motifs, supported a level of transcription 
comparable to that of promoter 1.5, whereas promoter 1.1, which 
contains only one Ets binding site, was sixfold less active. In line 
with observations made with gene MAGE-1 

(HGMW-approved symbol MAGE1), we found that promoter 1.5 stimulated a 
high level of transcription in a melanoma cell line that does not 
express MAGE- 4 . This suggests that the tumor-specific expression of 
MAGE genes is not determined by the presence of specific 
transcription factors. 

L5 ANSWER 3 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 97:19666 BIOSIS 
DN 99318869 

TI Methylated CpG points identified within MAGE-1 

promoter are involved in gene repression. 
AU Serrano A; Gracia A; Abril E; Garrido F; Ruiz-Cabello F 
CS Serv. Analisis Clinicos Inmunologia, Hospital Universitario Virgen de 

las Nieves, Univ. Granada, Avda. Constitucion s/n, 18014 Granada, 

Spain 

SO International Journal of Cancer 68 (4). 1996. 464-470. ISSN: 

0020-7136 
LA English 

AB The MAGE-1 gene, expressed in some tumors of 

different histological origins, codes for a tumor antigen recognized 
by cytotoxic T lymphocytes. The gene is not expressed in normal 
tissues with the exception of testes. The present study was designed 
to investigate the relationship between methylation of the 

MAGE-1 promoter and inactivation of the 

MAGE-1 gene. We examined the extent to which 

MAGE-1 B f B promoter sequences are 

methylated in tumor-cell lines, in order to determine whether 
methylation correlates with MAGE-1 expression. 
Using methylation-sensitive restriction analysis followed by 
polymerase chain reaction (PCR), we found an inverse correlation 
between methylation of the MAGE-1 B 1 B region and 

MAGE-1 expression. An unmethylated state was 

identified in DNA from sperm and some tumor-cell lines of different 
origins. In contrast, a hypermethylation state was found in 
leukocytes and other MAGE-1 non-expressing cells. 

Furthermore, treatment with 5-aza-2 1 -deoxycytidine, a demethylating 
agent, induced MAGE-1 expression in tumor-cell 

lines in which we found no direct relation between transcriptional 
activity of the B 1 B region and MAGE-1 expression. 
Binding of the nuclear factors to the B 1 -methylated probe was 
strongly inhibited, indicating that methylation of cytosine 
interferes directly in the binding of transcriptional factors. 
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TI Conserved TCR usage by HLA-Cw* 1601-restricted T cell clones 

recognizing melanoma antigens. 
AU Farina C; Van Der Bruggen P; Boel P; Parmiami G; Sensi M 
CS Div. Exp. Oncol. D, Istituto Nazionale per lo Studio e la Cura dei 

Tumori, Via Venezian 1, 20133 Milano, Italy 
SO International Immunology 8 (9). 1996. 1463-1466. ISSN: 0953-8178 
LA English 

AB In this study we determined TCR alpha and beta chain nucleotide 
sequences of HLA-Cw*1601-restricted cytotoxic T lymphocyte 

(CTL) clones obtained from the peripheral blood lymphocytes (PBL) of 
a melanoma patient. These clones were previously shown to be involved 
in the recognition of melanoma-associated antigenic epitopes 
SAYGEPRKL and AARAVFLAL encoded by gene MAGE-1 
and BAGE respectively. All (3/3) anti-MAGE-1 CTL 

clones displayed TCRBV5 usage and one clonotype was found twice, gt 1 
year apart, in patient's PBL. Two out of three anti-BAGE CTL clones 
showed the same TCRAV/AJ and TCRBV/BJ combinations and differed in 
the a chain CDR3 for two residues and in the beta chain CDR3 for a 
single nucleotide which, however, did not change translation. These 
results suggest a pattern of TCR conservation in CTL selected for 
recognition of MAGE-1 or BAGE peptides on the 
autologous melanoma. 

L5 ANSWER 5 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 96:383076 BIOSIS 
DN 99105432 

TI Identification of peptide epitopes of MAGE-1, -2, 

-3 that demonstrate HLA-A3- specific binding. 
AU Mclntyre C A; Rees R C; Platts K E; Cooke C J; Smith M O; Mulcahy K 

A; Murray A K 

CS Inst. Cancer Stud., Univ. Sheffield Med. Sch., Beech Hill Road, 

Sheffield S10 2RX, UK 
SO Cancer Immunology Immunotherapy 42 (4). 1996. 246-250. ISSN: 

0340-7004 
LA English 

AB The MAGE gene family of tumour antigens are expressed in a wide 
variety of human cancers. We have identified 43 nonamer peptide 
sequences, from MAGE-1, -2 and -3 

proteins that contain binding motifs for HLA-A3 MHC class I 
molecules. The T2 cell line, transfected with the cDNA for the HLA-A3 
gene, was used in a MHC class I stabilisation assay performed at 37 
degree C and 26 degree C. At 37 degree C, 2 peptides were identified 
that stabilised HLA-A3 with high affinity (fluorescence ratio, FR gt 
1.5), 4 peptides with low affinity (FR 1.11-1.49) and 31 peptides 
that did not stabilise this HLA haplotype (FR It 1.1). At 26 degree 
C, 12 peptides were identified that stabilised HLA-A3 with high 
affinity, 8 peptides with low affinity and 17 peptides that did not 
stabilise this HLA haplotype. Two peptides stabilised HLA-A3 at both 
temperatures. Small changes in one to three amino acids at positions 
distinct from the anchor residues altered peptide affinity. Data were 
compared to a similar study in which a peptide competition assay was 
used to investigate MAGE-1 peptide binding to 

several HLA haplotypes. This study demonstrates that anchor residues 
do not accurately predict peptide binding to specific HLA haplotypes, 
changes in one to three amino acids at positions distinct from anchor 
residues influence peptide binding and alternative methods of 
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determining peptide binding yield different results. We are currently 
investigating the ability of these peptides to induce antitumour 
cytotoxic T lymphocyte activity as they may be of potential 
therapeutic value. 

L5 ANSWER 6 OF 17 BIOS IS- COPYRIGHT 1998 BIOSIS 
AN 96:333217 BIOSIS 
DN 99055573 

TI Epitope specificity of anti-HIV antibodies in human and murine 

autoimmune diseases . 
AU Fraziano M; Montesano C; Lombard! V R M; Sammarco I; De Pisa D; 

Mattei M; Valesini G; Pittoni V; Colizzi V 
CS Dep. Biol., Univ. Rome "Tor Vergata", Via della Ricera Scientifica 

00133 Rome, Italy 

SO AIDS Research and Human Retroviruses 12 (6). 1996. 491-496. ISSN: 

0889-2229 
LA English 

AB This article reports the HIV epitope specificity of antibodies 
present in the sera of HIV-negative patients with autoimmune 
diseases. Recombinant gpl20 and a panel of synthetic peptides derived 
from the amino acid consensus sequences of either related 
(gpl20, gp41, and p24) or unrelated (Mage-1, 

necdin, heat shock protein (65 kDa), and amyloid) HIV proteins were 
tested by a specific ELISA. The first set of experiments performed on 
four patients with Sjogren 1 s syndrome (SjS) and four patients with 
systemic lupus erythematosus (SLE) revealed a significant anti-gpl20 
antibody reactivity in autoimmune patients when compared to healthy 
HIV-negative controls. Moreover, such binding could be almost 
completely inhibited by preincubation with free gpl20. A significant 
anti-p24 reactivity was observed in 18 of 29 sera from SjS patients 
and in 13 of 25 sera from SLE patients, while anti-gp41 was observed 
only in 3 of 14 SjS and in 2 of 20 SLE-affected patients. Similar 
analyses were performed in the murine model of autoimmunity, showing 
that sera from MRL/lpr mice were able to bind all HIV-related 
peptides in an age-dependent manner. The analysis of a panel of HIV 
unrelated peptides showed that SLE as well as MRL/lpr sera bind both 
HIV-related and unrelated peptides, while SjS sera failed to do so, 
revealing the polygonal nature of the SLE and MRL/lpr repertoire and 
the oligoclonal reactivity of SjS sera. This is also supported by 
inhibition experiments, which showed that SLE, but not SjS, sera 
competitively inhibited the binding to HIV gpl20 peptide of sera from 
autoimmune MRL/lpr mice. These results indicate that an overlapping 
polyclonal repertoire is present in both SLE and MRL/lpr sera, while 
the oligoclonal specificity of SjS antibodies may be related to a 
specific, nonpolyclonal, activation against putative retroviral 
antigens . 

L5 ANSWER 7 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
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TI Immunization of melanoma patients with melanoma cell vaccine induces 

anti-MAGE-1 immunity. 
AU Okamoto T; Yuzuki D; Morton D L; Hoon D S B 

CS John Wayne Cancer Inst., Saint John f s Hosp., Santa Monica, CA, USA 
SO 87th Annual Meeting of the American Association for Cancer Research, 
Washington, D.C., USA, April 20-24, 1996. Proceedings of the American 
Association for Cancer Research Annual Meeting 37 (0) . 1996. 
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478-479. ISSN: 0197-016X 
DT Conference 
LA English 

L5 ANSWER 8 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 96:110455 BIOSIS 
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TI MAGE-l-specif ic precursor cytotoxic T-lymphocytes 

present among tumor-infiltrating lymphocytes from a patient with 
breast cancer: Characterization and antigen-specific activation. 

AU Toso J F; Oei C; Oshidari F; Tartaglia J; Paoletti E; Lyerly H K; 
Talib S; Weinhold K J 

CS Dep. Surg., Box 2926, Duke Univ. Med. Cent., Durham, NC 27710-2926, 
USA 

SO Cancer Research 56 (1). 1996. 16-20. ISSN: 0008-5472 
LA English 

AB A potential target for development of tumor-specific 
immunotherapeutic strategies is the MAGE-1 gene. 

We have utilized a recently developed recombinant canarypox (ALVAC) 

virus vector containing the MAGE-1 gene (vCP235) 

to activate CTLs from a breast cancer patient bearing a MAGE 

-1+ tumor. Tumor-infiltrating lymphocytes (TILs) obtained 

from the tumor of a patient were stimulated in vitro with irradiated 

autologous peripheral blood mononuclear cells acutely infected with 

the vCP235 construct. These TILs preferentially expanded 

approximately 6-fold over a 16-day culture period and specifically 

recognized an allogeneic transformed B-cell line acutely infected 

with a vaccinia-MAGE-1 recombinant targeting 

vector (vP1188) in the context of HLA-A2 and/or B7 . TCR V-beta 
analysis of in vitro expanded T cells by a quantitative multiprobe 
RNase protection assay revealed preferential expansion of TCR 
V-beta-6.3 and V-beta-6.4. In addition, homologous T-cell receptor 
beta CDR3 joining sequences were found in the in vitro 
stimulated cultures. These results suggest that tumor 
antigen-specific, MHC-restricted CTLs may be derived from precursor 
CTLs present in TILs obtained from patients with MAGE- 

1+ tumors by in vitro stimulation with recombinant avipox 

MAGE-1 virus-infected autologous cells. 

Collectively, these findings provide a rationale for tumor-associated 
antigen-based immunization as a means of activating precursor CTLs 
residing in patients with tumors expressing defined tumor-associated 
antigens such as MAGE-1. 

L5 ANSWER 9 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 96:63419 BIOSIS 
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TI Human neoplasms elicit multiple specific immune responses in the 
autologous host . 

AU Sahin U; Tuereci 0; Schmitt H; Cochlovius B; Johannes T; Schmits R; 

Luo F S G; Schobert I; Pfreundschuh M 
CS Med. Klinik Poliklinik, Innere Med. I, Univ. Saarlandes, D-66421 

Homburg, Germany 

SO Proceedings of the National Academy of Sciences of the United States 

of America 92 (25). 1995. 11810-11813. ISSN: 0027-8424 
LA English 

AB Expression of cDNA libraries from human melanoma, renal cancer, 

astrocytoma, and Hodgkin disease in Escherichia coli and screening 
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for clones reactive with high-titer IgG antibodies in autologous 
patient serum lead to the discovery of at least four antigens with a 
restricted expression pattern in each tumor. Besides antigens known 
to elicit T-cell responses, such as MAGE-1 and 

tyrosinase, numerous additional antigens that were overexpressed or 
specifically expressed in tumors of the same type were identified. 
Sequence analyses suggest that many of these molecules, 

besides being the target of a specific immune response, might be of 
relevance for tumor growth. Antibodies to a given antigen were 
usually confined to patients with the same tumor type. The unexpected 
frequency of human tumor antigens, which can be readily defined at 
the molecular level by the serological analysis of autologous tumor 
cDNA expression cloning, indicates that human neoplasms elicit 
multiple specific immune responses in the autologous host and 
provides diagnostic and therapeutic approaches to human cancer. 

L5 ANSWER 10 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 95:551288 BIOSIS 
DN 98565588 

TI Expression of the MAGE gene family in human head-and-neck 

squamous-cell carcinomas. 
AU Eura M; Ogi K; Chikamatsu K; Lee K D; Nakano K; Masuyama K; Itoh K; 

Ishikawa T 

CS Dep. Otolaryngol., Kumamoto Univ. Sch. Med., Hon jo 1-1-1, Kumamoto 
860, Japan 

SO International Journal of Cancer 64 (5). 1995. 304-308. ISSN: 

0020-7136 
LA English 

AB The MAGE genes encode certain tumor-associated antigens recognized by 
cytotoxic T lymphocytes. We investigated the expression of the 
MAGE - 1 , -2, -3, -4, -41 and -6 genes in 88 

head-and-neck squamous-cell carcinomas (83 fresh tumor samples and 5 
cell lines), using a reverse-transcription-polymerase-chain-reaction 
assay, followed by dot-blot hybridization with sequence 
-specific oligonucleotides and/or restriction-enzyme-pattern 
analysis. The MAGE-1, -2, -3, -4, -41 and -6 

genes were expressed at the mRNA level in 27, 34, 36, 22, 16 and 35, 
respectively, of 83 fresh tumor samples. At least one of these genes 
was expressed in 59 of the 83 samples. Neither non-tumor inflammatory 
cells nor normal tissues were positive for these genes. The 

MAGE-1 gene was expressed relatively frequently in 

SCC of the oropharynx, hypopharynx and maxillary sinus, but at lower 
rates in SCC of the larynx and of the tongue and oral cavity. 

MAGE-1 was frequently expressed in poorly 

differentiated SCC, somewhat less frequently in moderately 
differentiated SCC, and only infrequently in well-differentiated SCC. 
The expression levels of the other MAGE genes also varied with the 
anatomic site as well as the degree of differentiation. Our results 
suggest that specific immunotherapy against MAGE gene products may be 
useful for patients with head-and-neck carcinomas. 
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TI Multiple specificities in the repertoire of a melanoma patient's 
cytolytic T lymphocytes directed against tumor antigen MAGE 
-1.A1. 
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AU Romero P; Pannetier C; Herman J; Jongeneel C V; Cerottini J-C; Coulie 
P G 

CS Ludwig Inst. Cancer Res., Ch. des Boveresses 155, CH-1066 Epalinges, 
Switzerland 

SO Journal of Experimental Medicine 182 (4). 1995. 1019-1028. ISSN: 

0022-1007 
LA English 

AB Peptide MAGE-1.A1 is a nonamer derived from 

protein MAGE-1 that can associate with the HLA-A1 

molecule. It was shown previously to be recognized by an antitumor 
cytolytic T lymphocyte (CTL) clone derived from the blood of melanoma 
patient MZ2. We derived two other anti-MAGE-1 . Al 
CTL clones from different blood samples of the same patient and 
compared the fine specificity of recognition of the three CTL by 
testing them on variant MAGE-1. Al peptides 

incorporating different amino acid substitutions. The epitopes 
recognized by the CTL proved to be different. While modifications of 
residues at positions 5, 6, or 7 in the antigenic peptide affected 
recognition by the three CTL, each of the modifications of residues 
at positions 1, 4, or 8 affected recognition by one CTL only. The 
sequences of both the alpha and beta chains of the T cell 

antigen receptor of the three CTL were completely different. The 
results indicate a long-lasting diversity in terms of fine 
specificity and of T cell antigen receptor structure in the 
repertoire of antitumor CTL derived From the blood of a melanoma 
patient and directed against a defined tumor antigen. 

L5 ANSWER 12 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 95:440692 BIOSIS 
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TI Sequence analysis of the MAGE gene family encoding human 

tumor-rejection antigens. 
AU Imai Y; Shichijo S; Yamada A; Katayama T; Yano H; Itoh K 
CS Dep. Immunol., Kurume Univ. Sch. Med., Kurume 830, Japan 
SO Gene (Amsterdam) 160 (2). 1995. 287-290. ISSN: 0378-1119 
LA English 

AB The MAGE multigene family, which includes the MAGE- 

1 and -3 genes that encode tumor-rejection antigens on HLA-A1 
recognized by cytotoxic T-lymphocytes (CTL) , is preferentially 
expressed at the mRNA level on human malignant cells, but not on 
normal cells. However, little is known about the MAGE-4, -41 and -6 
genes. In this study, we have amplified 1040 hp (MAGE- 
1), 1061 hp (MAGE-3 and-6) and 1064 hp (MAGE-4 and -41) cDNA 
fragments, including the entire coding sequences (927-951 
bp) , using the reverse transcription-polymerase chain reaction 
(RT-PCR) method followed by nucleotide (nt) sequencing. One member 
had greater than 80 or 66% homology with the other members at the nt 
or deduced amino acid (aa) levels, respectively. Higher homology was 
found between MAGE-3 and -6 (98% at the nt level) and also between 
MAGE-4 and -41 (98%) . The results of this investigation demonstrated 
high homology, as well as the clear differences between the members 
of the MAGE family at the coding sequence level. 
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-1 gene by granulocyte-macrophage-colony-stimulating-f actor- 
cultured macrophages from HLA-A1 melanoma patients. 

AU Yamasaki S; Okino T; Chakraborty N G; Adkisson W 0; Sampieri A; 
Padula S J; Mauri F; Mukherji B 

CS Dep. Med., Univ. Conn. Health Cent., Farmington, CT 06030-3210, USA 

SO Cancer Immunology Immunotherapy 40 (4). 1995. 268-271. ISSN: 
0340-7004 

LA English 

AB The recent identification of the sequences of the peptides 

derived from a number of human melanoma-associated antigens has 
presented opportunities for developing a specif ic-peptide-based 
vaccine in this form of cancer. Since antigen-presenting cells '(APC) 
play a crucial role in the induction of the T-cell-mediated immune 
response, we examined whether or not ex vivo cultured APC, bearing 
the appropriate MHC restricting elements, when pulsed with a relevant 
melanoma-specific cytotoxic-T-lymphocyte (CTL) -determined peptide, can 
present the peptide to the CTL. Here we show that a population of 
cells, derived from the monocyte/macrophage lineage from peripheral 
blood and grown in granulocyte/macrophage-colony-stimulating factor, 
exhibit many essential characteristics of "professional" APC 
(dendritic-type morphology with a proportion of the population, the 
B7 molecule, and high levels of MHC class I and class II molecules, 
CDllb and CD54 molecules) and are capable of efficiently presenting 
the nonapeptide, EADPTGHSY, encoded by the melanoma antigen 
MAGE-1 gene, to the MAGE-1 

-specific CTL clone, 82/30. These results suggest that this type of 
autologous ex vivo cultured population of professional APC, when 
pulsed with the relevant-CTL-determined peptide, can serve as a novel 
type of candidate vaccine for active specific immunization against 
HLA-Al-positive patients with melanoma expressing the MAGE- 
1 antigen. 

L5 ANSWER 14 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 95:128084 BIOSIS 
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TI Identification of potential CTL epitopes of tumor-associated antigen 

MAGE-1 for five common HLA-A alleles. 
AU Celis E; Fikes J; Wentworth P; Sidney J; Southwood S; Maewal A; Del 

Guercio M-F; Sette A; Livingston B 
CS 3525 John Hopkins Court, Cytel Corp., San Diego, CA 92121, USA 
SO Molecular Immunology 31 (18). 1994. 1423-1430. ISSN: 0161-5890 
LA English 

AB Identification of CTL epitopes for tumor-specific responses is 
important for the development of immunotherapies to treat cancer 
patients. We have developed a strategy to identify potential CTL 
epitopes based on screening of sequences of target proteins 
for presence of specific motifs recognized by the most common HLA-A 
alleles, and identification of high affinity binding peptides using 
in vitro quantitative assays. A systematic analysis using the 
sequence of the product of the tumor-associated MAGE 

-1 gene has been carried out. All possible peptides of nine 
and ten residues, containing binding motifs for HLA-A1, -A2.1, A-3.2, 
-All and -A24 were synthesized and tested for binding using a 
quantitative assay. Out of 237 possible peptide/MHC combinations, 47 
cases demonstrated good binding affinity (K-d ltoreq 500 nM) . Several 
peptides were identified as good MHC binders for each one of the five 
HLA-A alleles studied (five for HLA-A1, 11 for HLA-A2.1, 10 for 

Page 4 4 



Caputa US 08/560,024 



HLA-A3.2, 16 for HLA-A11 and five for HLA-A24. Furthermore, eight of 
these peptides were found to bind well to more than one HLA-A allele. 
These results have important implications for the development of 
immunotherapeutic vaccines to treat malignant melanoma. 

L5 ANSWER 15 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 94:545758 BIOSIS 
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TI Structure, chromosomal localization, and expression of 12 genes of 
the MAGE family. 

AU De Plaen E; Arden K; Traversari C; Gaforio J J; Szikora J-P; De Smet 
C; Brasseur F; Van Der Bruggen P; Lethe B; Lurquin C; Brasseur R; 
Chomez P; De Backer 0; Cavenee W; Boon T 

CS Ludwig Inst. Cancer Res., Brussels Branch, 74 Ave. Hippocrate, B-1200 
Brussels, Belgium 

SO Immunogenetics 40 (5). 1994. 360-369. ISSN: 0093-7711 

LA English 

AB We reported previously that human gene MAGE-1 

directs the expression of a tumor antigen recognized on a melanoma by 
autologous cytolytic T lymphocytes. Probing cosmid libraries with a 
MAGE-1 sequence, we identified 11 closely 

related genes. The analysis of hamster-human somatic cell hybrids 

indicated that the 12 MAGE genes are located in the q terminal region 

of chromosome X. Like MAGE-1, the 11 additional 

MAGE genes have their entire coding sequence located in the 

last exon, which shows 64%-85% identity with that of MAGE1. The 

coding sequences of the MAGE genes predict the same main 

structural features for all MAGE proteins. In contrast, the promoters 

and first exons of the 12 MAGE genes show considerable variability, 

suggesting that the existence of this gene family enables the same 

function to be expressed under different transcriptional controls. 

The expression of each MAGE gene was evaluated by reverse 

transcription and polymerase chain reaction amplification. Six genes 

of the MAGE family including MAGE-1 were found to 

be expressed at a high level in a number of tumors of various 

histological types. None was expressed in a large panel of healthy 

tissues, with the exception of testis and placenta. 

L5 ANSWER 16 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 94:393049 BIOSIS 
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TI Cloning and analysis of MAGE-l-related genes. 
AU Ding M; Beck R J; Keller C J; Fenton R G 

CS NCI-FCRDC, P.O. Box B, Bldg. 567, Room 207, Frederick, MD 21702, USA 
SO Biochemical and Biophysical Research Communications 202 (1). 1994. 

549-555. ISSN: 0006-291X 
LA English 

AB The spectrum of MAGE gene expression in the human melanoma cell line 
DM150 was examined using reverse transcription polymerase chain 
reaction and cDNA cloning. We have isolated five full-length cDNAs 
from DM150 which were identified as MAGE-1, 

MAGE- 3, MAGE- 12 and two previously undescribed MAGE genes, MAGE-3b 
and MAGE-X2. DNA sequence analysis of the coding regions of 
the MAGE-3b and MAGE-X2 genes revealed 83% and 88% identity with 
MAGE-1, while MAGE- 3b was 98% homologous with the 

full length MAGE-3 clone. The predicted amino acid sequences 
of MAGE-X2 and MAGE-3b contain consensus HLA-A1 peptide binding 
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motifs, suggesting that, like MAGE - 1 , they may 

code for tumor-associated antigens. In addition, a nonamer peptide 
encoded by both the MAGE- 3 and MAGE-12 genes was shown by direct 
binding studies to contain an aggretope for HLA-A2 . 

L5 ANSWER 17 OF 17 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 94:180223 BIOSIS 
DN 97193223 

TI Human gene MAGE-3 codes for an antigen recognized on a melanoma by 

autologous cytolytic T lymphocytes. 
AU Gaugler B; Van Den Eynde B; Van Der Bruggen P; Romero P; Gaforio J J; 

De Plaen E; Lethe B; Brasseur F; Boon T 
CS Ludwig Institute for Cancer Research, Brussels Branch, 74 Ave. 

Hippocrate, UCL 74-59, B-1200 Brussels, BEL 
SO Journal of Experimental Medicine 179 (3). 1994. 921-930. ISSN: 

0022-1007 
LA English 

AB Human melanoma cell line MZ2-MEL expresses several antigens 

recognized by autologous cytolytic T lymphocyte (CTL) clones. We 

reported previously the identification of a gene, named MAGE 

-1, that codes for one of these antigens named MZ2-E . We 

show here that antigen MZ2-D, which is present on the same tumor, is 

encoded by another member of the MAGE gene family named MAGE-3. Like i t ) 

MAGE-1, MAGE-3 is composed of three exons and the ^ 
large open reading frame is entirely located in the third exon. Its f i<^ 

sequence shows 73% identity with MAGE-1. I f ^ 

Like MZ2-E, antigen MZ2-D is presented by HLA-A1 . The antigenic * 
peptide of MZ2-D is a nonapeptide that is encoded by the V 

sequence of MAGE-3 that is homologous to the MAGE- 

1 sequence coding for the MZ2-E peptide. 

Competition experiments using single Ala-substituted-peptides 
indicated that amino acid residues Asp in position 3 and Tyr in 
position 9 were essential for binding of the MAGE-1 

peptide to HLA-A1. Gene MAGE-3 is expressed in many tumors of several 
types, such as melanoma, head and neck squamous cell carcinoma, lung 
carcinoma and breast carcinoma, but not in normal tissues except for 
testes. It is expressed in a larger proportion of melanoma samples 
than MAGE-1. MAGE-3 encoded antigens may 

therefore have a wide applicability for specific immunotherapy of 
melanoma patients. 



L12 ANSWER 1 OF 8 BIOSIS COPYRIGHT 1998 BIOSIS 
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TI Identification of a human VPF-VEGF 3' untranslated region mediating 

hypoxia-induced mRNA stability. 
AU Claffey K P; Shih S-C; Mullen A; Dziennis S; Cusick J L; Abrams K R; 

Lee S W; Detmar M 

CS Dep. Pathol., Beth Israel Deaconess Med. Cent., Boston, MA 02215, USA 
SO Molecular Biology of the Cell 9 (2). 1998. 469-481. ISSN: 1059-1524 
LA English 

AB Hypoxia is a prominent feature of malignant tumors that are 
characterized by angiogenesis and vascular hyperpermeability . 
Vascular permeability factor/vascular endothelial growth factor 
(VPF/VEGF) has been shown to be up-regulated in the vicinity of 
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necrotic tumor areas, and hypoxia potently induces VPF/VEGF 
expression in several tumor cell lines in vitro. Here we report that 
hypoxia-induced VPF/VEGF expression is mediated by increased 
transcription and mRNA stability in human M21 melanoma 
cells. RNA-binding/electrophoretic mobility shift assays identified a 
single 125-bp AU-rich element in the 3' untranslated region that 
formed hypoxia-inducible RNA-protein complexes. Hypoxia-induced 
expression of chimeric luciferase reporter constructs containing this 
125-bp AU-rich hypoxia stability region were significantly higher 
than constructs containing an adjacent 3 1 untranslated region element 
without RNA-binding activity. Using UV-cross-linking studies, we have 
identified a series of hypoxia-induced proteins of 90/88 kDa, 72 kDa, 
60 kDa, 56 kDa, and 46 kDa that bound to the 

hypoxia stability region element. The 90/88-kDa and 60-kDa species 
were specifically competed by excess hypoxia stability region RNA. 
Thus, increased VPF/VEGF mRNA stability induced by hypoxia is 
mediated, at least in part, by specific interactions between a 
defined mRNA stability sequence in the 3' untranslated region and 
distinct mRNA-binding proteins in human tumor 
cells . 

ST RESEARCH ARTICLE; HUMAN; HYPOXIA; MESSENGER RNA STABILITY; VASCULAR 
PERMEABILITY FACTOR; VASCULAR ENDOTHELIAL GROWTH FACTOR; 
MICROVASCULAR PERMEABILITY; ANGIOGENESIS ; VASCULAR HYPERPERMEABILITY; 
TUMOR; TUMOR BIOLOGY; NEOPLASTIC DISEASE 

L12 ANSWER 2 OF 8 BIOSIS COPYRIGHT 1998 BIOSIS 
AN 97:111308 BIOSIS 
DN 99410511 

TI The expression of the secreted protein acidic and rich in cystein 
(SPARC) is associated with the neoplastic progression of human 
melanoma . 

AU Ledda F; Bravo A I; Adris S; Bover L; Mordoh J; Podhajcer 0 L 

CS Instituto de Investigaciones Bioquimicas Luis F. Leloir "Fundacion 

Campomar", Av. Patricias Argentinas 435, 1405 Buenos Aires, Argentina 
SO Journal of Investigative Dermatology 108 (2). 1997. 210-214. ISSN: 

0022-202X 
LA English 

AB SPARC (secreted protein acidic and rich in cysteine) is an 

extracellular protein associated with tissues exhibiting high rates 
of cell proliferation and matrix remodeling. The current work shows 
that the human melanoma cell lines IIB-MEL-LES, 
IIB-MEL-IAN, and IIB-MEL-J and different human metastatic 
melanomas expressed high levels of SPARC mRNA and protein. By 

western blot analysis we detected a single secreted 42-kDa band in 
human diploid f ibroblasts-conditioned medium and a 4 5-to 4 0-kDa 
doublet in the three melanoma cell lines and all the 
metastatic melanomas tested. Part of the melanoma 
samples and cell lines showed an additional doublet of 36-34 
kDa. SPARC mRNA was expressed by the three established cell 
lines, 14 metastatic melanoma samples, and tumors raised in 
nude mice, and no spliced variants were found. The heterogeneous 
pattern of SPARC secreted by human melanoma cells is the 
result of post-translational glycosylation and a specific 
extracellular leupeptin-inhibitable cleavage. Unlike human 
fibroblasts, melanoma cells did not overexpress SPARC on 
addition of TGF-beta. Immunohistochemical analysis showed that SPARC 
was strongly expressed in 100% of primary melanomas (7 of 
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7) and metastatic melanomas (29 of 29), moderately 
expressed in most of the positive dysplastic nevi (13 of 14), and 
only weakly expressed in nevocellular nevi (4 of 25) . Normal 
melanocytes did not express SPARC. The data suggest that the 
expression of SPARC is associated with the neoplastic progression of 
human melanoma. 

ST RESEARCH ARTICLE; NUDE MOUSE; IIB-MEL-LES CELL LINE; IIB-MEL-IAN CELL 
LINE; IIB-MEL-J CELL LINE; HUMAN MELANOMA CELLS; 
MELANOMA; INTEGUMENTARY SYSTEM; TUMOR BIOLOGY; 

SECRETED PROTEIN ACIDIC AND RICH IN CYSTEINE; EXPRESSION; 
DERMAL FIBROBLAST; IMMUNOHISTOCHEMISTRY; NEVUS; BIOCHEMISTRY AND 
BIOPHYSICS; METASTASES; NEOPLASTIC DISEASE; INTEGUMENTARY SYSTEM; 
IMMUNOLOGICAL METHOD; DYSPLASTIC; INTEGUMENTARY SYSTEM DISEASE; 
NEVOCELLULAR 
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TI Monoclonal antibodies against recombinant-MAGE-1 

protein identify a cross-reacting 72-kDa antigen which is 
co-expressed with MAGE-1 protein in 
melanoma cells. 

AU Carrel S; Schreyer M; Spagnoli G; Cerottini J-C; Rimoldi D 
CS Ludwig Inst. Cancer Res., Ch. des Boveresses 155, 1066 Epalinges, 
Switzerland 

SO International Journal of Cancer 67 (3). 1996. 417-422. ISSN: 

0020-7136 
LA English 

AB The MAGE-I gene codes for tumor-associated peptides recognized by 
cytolytic T lymphocytes in association with MHC-class-I molecules 
such as HLA-A I and HLA-Cwl6. In the course of a study aiming at the 
immunohistochemical detection of the MAGE-I gene product in tumor 
samples, 2 mouse monoclonal antibodies (MAbs) directed against a 
full-length recombinant MAGE-I fusion protein were found to react 
strongly not only with the 46-kDa MAGE-I protein, 

but also with a 72-kDa product in immunoblots of lysates obtained 
from several MAGEl-mRNA-positive melanoma cell lines. 
Pre-incubation of the antibodies with the recombinant MAGE-I fusion 
protein abolished their reactivity both with MAGE-I protein and with 
the 72-kDa product, thus confirming the occurrence of antigenic 
determinant (s) shared by the 2 proteins. The 72-kDa protein is not an 
alternative product of MAGE-I, since it was still detected in lysates 
of a MAGE-I loss variant derived from a MAGE-I-positive 

melanoma cell line. Moreover, the 72-kDa protein does not 

appear to be a product of the other members of the MAGE gene family 
known to be expressed in tumors (such as MAGE-2, -3, -4 and -12) . 
Interestingly, expression of the 72-kDa protein was found to be 
correlated with that of MAGE-I protein. Thus, in 30 

tumor cell lines analyzed by immunoblotting and RT-PCR, the 

72-kDa protein was never detected in MAGE-I-mRNA-negative cell lines, 
while it was co-expressed with MAGE-I protein in 12 out of 15 cell 
lines expressing MAGE-I. Furthermore, the 72-kDa protein was detected 
in lysates of human testis, the only normal tissue known to express 
MAGE-I. Finally, treatment of MAGE- 1 

-mRNA-negative cell lines with 5-Aza-2 ' -deoxycytidine, a 
hypomethylating agent known to induce MAGE- I expression, resulted in 
the expression of the 72-kDa protein. Taken collectively, these 
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findings suggest that expression of the gene encoding the 72-kDa 
protein identified in this study through antigenic determinant ( s ) 
shared with MAGE-I protein is regulated in a way similar to that of 
MAGE- I. 

ST RESEARCH ARTICLE; HUMAN; MOUSE; MESSENGER RNA; HLA ANTIGEN; MAJOR 
HISTOCOMPATIBILITY COMPLEX; CYTOLYTIC T-LYMPHOCYTES ; 
5-AZA-2 1 -DEOXYCYTIDINE; METABOLIC-DRUG 

L12 ANSWER 4 OF 8 BIOSIS COPYRIGHT 1998 BIOSIS 
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TI Expression of MAGE - 1 , MAGE- 2 , MAGE-3 — 6, and 

MAGE-4a--4b genes in ovarian tumors. 
AU Yamada A; Kataoka A; Shichijo S; Kamura T; Imai Y; Nishida T; Itoh K 
CS Dep. Immunol., Kurume Univ. Sch. Med., 67 Asahi-machi, Kurume 830, 

Japan 

SO International Journal of Cancer 64 (6). 1995. 388-393. ISSN: 

0020-7136 
LA English 

AB MAGE genes encoding tumor-rejection antigens recognized by cytotoxic 
T lymphocytes are expressed at the mRNA level in various malignant 
tumors. We have investigated the expression of genes MAGE- 

1, -2, -3/-6 and -4a/-4b at the mRNA level in malignant and 

non-malignant ovarian tumors as well as in normal ovaries by reverse 
transcription-polymerase chain reaction. MAGE - 1 , 
-2. -3/-6 and -4a/-4b were expressed in 12, 5, 11 and 4 of 58 
malignant tumors, respectively- The majority of these 
MAGE-mRNA-positive tumors were histologically surf ace-epithelial- 
stromal tumors, in particular serous adenocarcinomas. They mostly 
consisted of either advanced-stage or recurrent tumors. In contrast, 
neither benign tumors nor normal ovaries expressed any of the MAGE 
genes investigated. A 46-kDa MAGE- 

1 protein was identified in MAGE-1 

-mRNA-positive serous adenocarcinomas by immunoblot analysis with 
polyclonal anti-MAGE-1 antibody. These results 

provide important information for specific immunotherapy of ovarian 
serous e products. 
ST RESEARCH ARTICLE; HUMAN; MESSENGER RNA; STAGING; ADENOCARCINOMA 
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TI MAGE-1 gene product is a cytoplasmic protein. 

AU Schultz-Thater E; Juretic A; Dellabona P; Luscher U; Siegrist W; 

Harder F; Heberer M; Zuber M; Spagnoli G C 
CS Z.L.F., Surgical Res. Lab., 20 Hebelstrasse, CH-4031 Basel, 

Switzerland 

SO International Journal of Cancer 59 (3). 1994. 435-439. ISSN: 

0020-7136 
LA English 

AB MAGE-1 gene encodes a human melanoma 

antigen, recognized by syngeneic cytotoxic T lymphocytes (CTL) . 
MAGE-1 transcripts are also detectable in breast 

cancers, in non-small-cell lung carcinomas and in central nervous 
system tumors. In order to identify, in cellular preparations, the 
protein encompassing the antigenic peptide, we generated a panel of 
monoclonal antibodies (MAbs) against the MAGE-1 
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gene product by using, as immunogen, a full-length recombinant 
preparation (rMAGEl), obtained through expression cloning of the 
relevant gene in E. coli. Four reagents were obtained recognizing 
both rMAGE-1 and the 46-kDa native protein in 
cell lines expressing MAGE-1 mRNA. No positivity 
could be detected in MAGE-l-mRNA-negative 
melanoma lines. No surface labelling of MAGE- 
1-positive cell lines could be observed. In contrast, on 
permeabilization of MZ2 melanoma cells, all 4 MAbs induced 
efficient staining, as detected by cytof luorography . Fluorescence 
microscopy shows that MAGE-1 gene product is a 
cytoplasmic protein clustered in paranuclear organelle-like 
structures. Thus, MAGE-1 protein location closely 
resembles that of P91A and P198 murine-tumor 
antigens . 

ST RESEARCH ARTICLE; ESCHERICHIA COLI; HUMAN; MOUSE; MELANOMA 

ANTIGEN; BREAST; LUNG; CENTRAL NERVOUS SYSTEM TUMORS; T-LYMPHOCYTE 
RECOGNITION; MESSENGER RNA; MZ-2 CELL LINE 

L12 ANSWER 6 OF 8 BIOSIS COPYRIGHT 1998 BIOSIS 
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TI Characterization of cluster 13: The epithelial-carcinoma antigen 

recognized by MAb RS7 . 
AU Stein R; Basu A; Goldenberg D M; Lloyd K 0; Mattes M J 
CS Center Mol. Med. Immunol., One Bruce St., Newark, NJ 07103, USA 
SO International Journal of Cancer 0 (SUPPL. 8). 1994. 98-102. ISSN: 

0020-7136 
LA English 

AB Cluster 13 was defined by 2 independently derived murine monoclonal 
antibodies (MAbs), RS7 (IgG-1) and MR54 (IgG-2a), which were raised 
against human squamous-cell carcinoma of the lung and a human 
ovarian-carcinoma cell line, respectively. Immunologic and 
biochemical evidence demonstrated that RS7 and MR54, as well as 2 
additional MAbs, MR6 (IgG-2a) and MR23 (IgG-1), generated in the same 
fusion as MR54, recognize the same antigen, a 46- to 48- 
kDa glycoprotein. Evaluation of the expression of 
antigen on the surface of tumor cell lines, Western 
blotting analyses, competitive binding studies, and 
double-determinant ELISA assays, support this conclusion. Two 
distinct epitopes are defined by these MAbs. In order to further 
characterize this antigen, amino-acid-sequence analyses were 
performed on peptides derived from antigen purified by affinity 
chromatography with MAb RS7. The sequence data obtained from 2 
peptides, which were independently generated by CNBr cleavage and 
trypsin digestion respectively indicated identity to GA733-1. The 
GA733-1 genomic DNA sequence predicted a type-1 membrane protein of 
35 kDa, with 4 potential N-linked glycosylation sites. The GA733-1 
protein product has not been identified previously, and MAbs to this 
tumor-associated antigen were not previously known. 

ST RESEARCH ARTICLE; HUMAN; MONOCLONAL ANTIBODY; LUNG; OVARIAN CANCER 
CELLS; ELISA; IMMUNOLOGICAL METHOD; MELANOMA; COLON; 
PANCREATIC; CERVICAL CANCER CELLS; GLYCOPROTEIN 
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TI Identification of the MAGE-1 gene product by 

monoclonal and polyclonal antibodies. 
AU Chen Y-T; Stockert E; Chen Y; Garin-Chesa P; Rettig W J; Van Der 

Bruggen P; Boon T; Old L J 
CS Ludwig Inst. Cancer Res., New York Unit, New York Hosp . -Cornell Med. 

Cent., New York, NY 10021, USA 
SO Proceedings of the National Academy of Sciences of the United States 

of America 91 (3). 1994. 1004-1008. ISSN: 0027-8424 
LA English 

AB The human MAGE-1 gene encodes a melanoma 

peptide antigen recognized by autologous cytotoxic T lymphocytes. To 
produce antibodies against the MAGE-1 gene 

product, several approaches were taken. Three oligopeptides were 
synthesized based on predicted MAGE-1 amino acid 

sequences and were used to generate rabbit anti-peptide antisera. In 
addition, a truncated MAGE-1 cDNA was cloned into 

an Escherichia coli expression vector, and recombinant protein was 
produced and purified. All three rabbit anti-peptide antisera showed 
reactivity against the immunizing peptide, and one reacted with the 
recombinant MAGE-1 protein by immunoblotting, but 
none reacted with cell lysates from MAGE-1 
mRNA-positive cells. The recombinant MAGE-1 

protein was then used for the generation of mouse monoclonal and 
rabbit polyclonal antibodies. One IgGl monoclonal antibody, MA454, as 
well as rabbit polyclonal antisera recognized a 46- 

kDa protein in extracts of MAGE-1 

mRNA-positive melanoma cell lines. The antibodies showed no 
apparent crossreactivity with products of the closely related MAGE-2 
and MAGE- 3 genes. Serological typing of normal and tumor cell lysates 
was in full agreement with mRNA analysis, showing expression of 

MAGE-1 protein in MAGE-1 

mRNA-positive testis and a subset of melanomas but not in 

MAGE-1 mRNA-negative normal or tumor tissues. 
Transfection of the MAGE-1 gene into a 

MAGE-1 mRNA-negative melanoma cell line 

resulted in the expression of the 46-kDa protein, 
confirming the identity of this protein as the MAGE- 

1 gene product . 
ST RESEARCH ARTICLE; HUMAN MELANOMA CELLS; RABBIT; MOUSE; 

TUMOR-REJECTION ANTIGEN 
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TI MOLECULAR CLONING OF COMPLEMENTARY DNA FOR THE HUMAN TUMOR 
-ASSOCIATED ANTIGEN CO-029 AND IDENTIFICATION OF RELATED 
TRANSMEMBRANE ANTIGENS. 

AU SZALA S; KASAI Y; STEPLEWSKI Z; RODECK U; KOPROWSKI H; LINNENBACH A J 

CS WISTAR INST. ANAT . BIOL., 3601 SPRUCE ST., PHILADELPHIA, PA. 19104. 

SO PROC NATL ACAD SCI U S A 87 (17). 1990. 6833-6837. CODEN: PNASA6 
ISSN: 0027-8424 

LA English 

AB The human tumor-associated antigen CO-02 9 is a 

monoclonal antibody-defined cell surface glycoprotein of 27- 
34 kDA. By using the high-efficiency COS cell 

expression system, a full-length cDNA clone for CO-029 was isolated. 
When transiently expessed in COS cells, the cDNA clone directed the 
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synthesis of an antigen reactive to monoclonal antibody CO-029 in 
mixed hemadsorption and immunoblot assays. Sequence analysis revealed 
that CO-029 belongs to a family of cell surface antigens that 
includes the melanoma-associated antigen ME4 91, the 
leukocyte cell surface antigen CD37, and the Sm23 antigen of the 
parasitic helminth Schistosoma mansoni . CO-029 and ME491 antigen 
expression and the effect of their coresponding monoclonal antibodies 
on cell growth were compared in human tumor cell lines of various 
histologic origins. 
ST SCHISTOSOMA-MANSONI SM23 ANTIGEN MELANOMA-ASSOCIATED ME4 91 

ANTIGEN LEUKOCYTE CD37 ANTIGEN MONOCLONAL ANTIBODY MOLECULAR SEQUENCE 
DATA AMINO ACID SEQUENCE NUCLEOTIDE SEQUENCE GENBANK-M35252 
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TI Vaccine against swine dysentery - contains Treponema hyodysenteriae 

haemolysin, opt. with immunogenic protein. 
DC B04 C03 D16 
IN MCCAMAN, M; SLOMIANY, R 
PA (MLTE-N) ML TECHNOLOGY VENTURES LP 
CYC 1 

PI US 5176910 A 930105 (9304)* 4 pp 

ADT US 5176910 A US 89-296958 890117 

PRAI US 89-296958 890117 

AB US 5176910 A UPAB: 931119 

Vaccine for protection against swine dysentery comprises Treponema 
hyodysenterial hemolysin (I) free of T. hyodysenterial cells and a 
carrier. The vaccine pref. also contains at least one protein (II) 
which elicits antibodies which recognise a T. hyodysenterial antigen 
of mol. wt. 19-90 kda. 

(II) elicits an antibody which recognises at least one of the 
19 kda, 29 kda, 30 kda, 31 kda, 34 kda, 36 
kda, 38 kda, 39 kda, 42 kda, 44 kda, and 60 kdaT . 
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hyodysenterial antigens. 

USE - In adcin. to its use as a vaccine. (I) has been shown to 
act like an enterotoxin when applied to isolated swine mucosal 
tissue. (I) has also been shown to be cytopathic to CHO cells, Bowes 
melanoma cells and RBC 
Dwg.0/0 
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This file now supports REGlstRY for direct browsing and searching 
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TI Keratin 17: immunohistochemical mapping of its distribution in human 

epithelial tumors and its potential applications 
AU Miettinen, Markku; Nobel, Michael P.; Tuma, Bodil T.; Kovatich, 

Albert J. 

CS Department of Soft Tissue Pathology, Armed Forces Institute of 

Pathology, Washington, DC, 20306-6000, USA 
SO Appl. Immunohistochem. (1997), 5(3), 152-159 

CODEN: APIMEH; ISSN: 1062-3345 
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DT Journal 
LA English 

AB The distribution of keratin 17 (K17), mol. wt . (MW) 46 
kDa, was immunohistochem. evaluated in a series of >500 
formaldehyde-fixed, paraffin-embedded human epithelial and selected 
nonepithelial tumor specimens using a specific monoclonal antibody 
(clone E3) . In normal epithelial tissues, K17 reactivity was found 
in a subset of hair shaft cells, sebaceous gland reserve cells, and 
respiratory and prostate basal epithelial cells. Furthermore, 
variable and inconsistent K17 expression was found in myoepithelia 
of sweat, salivary, and mammary glands. Although normal epidermis 
and other squamous epithelia were K17-neg., regenerative epithelia, 
e.g., at the site of ulceration or acute inflammation,, were pos . 
Furthermore, K17 was present in dysplastic but not in normal 
squamous epithelia of skin and internal organs. Most squamous-cell 
carcinomas showed K17-pos. cells that were more numerous in more 
well-differentiated tumors. About 50% of pulmonary and >50% of 
pancreatic adenocarcinomas showed K17-pos. cells. Although K17-pos. 
cells, in some cases, reflected adenosquamous differentiation, this 
was not the case in all K17-pos. adenocarcinomas. Approx. one third 
of mammary ductal carcinomas showed K17-pos. cells, whereas lobular 
carcinomas were invariably K17-neg. In situ lobular and ductal 
carcinomas often showed prominent K17-pos. myoepithelial cells; such 
cells showed even greater positivity when present with in situ 
carcinoma or proliferative conditions, as compared with normal 
ducts. Other adenocarcinomas often showing K17-pos. cells included 
endometrial, ovarian, and, to a lesser degree, gastric carcinomas. 
K17-neg. tumors, almost without exception, included colon, prostate, 
renal, and hepatocellular carcinomas and neuroendocrine tumors. 
Synovial sarcomas typically showed K17-pos. epithelial cells in 
biphasic but not in monophasic spindle cell tumors. The obsd. 
distribution of K17 indicates that this marker may be helpful in 
evaluating abnormalities of squamous epithelia and in the subtyping 
of epithelial tumors . 

CC 14-1 (Mammalian Pathological Biochemistry) 

ST keratin 17 epithelium tumor 

IT Thyroid carcinoma 

(anaplastic; immunohistochem. mapping of distribution keratin 17 
in human epithelial tumors) 

IT Prostate 

Respiratory tract 

(basal epithelium; immunohistochem. mapping of distribution 
keratin 17 in human epithelial tumors) 

IT Carcinoid 

(bronchial; immunohistochem. mapping of distribution keratin 17 

in human epithelial tumors) 
IT Squamous cell carcinoma 

(cervical; immunohistochem. mapping of distribution keratin 17 in 

human epithelial tumors) 
IT Digestive system tumors 

(cholangioma; immunohistochem. mapping of distribution keratin 17 

in human epithelial tumors) 
IT Tumors (animal) 

(chordoma; immunohistochem. mapping of distribution keratin 17 in 

human epithelial tumors) 
IT Gastric tumors 

(colon carcinoma-like; immunohistochem. mapping of distribution 
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keratin 17 in human epithelial tumors) 
IT Breast carcinoma 

(ductal, infiltrating; immunohistochem . mapping of distribution 

keratin 17 in human epithelial tumors) 
IT Testicular tumors 

(embryonal carcinoma; immunohistochem. mapping of distribution 

keratin 17 in human epithelial tumors) 
IT Sarcoma 

(epithelioid; immunohistochem. mapping of distribution keratin 17 
in human epithelial tumors) 
IT Squamous cell carcinoma 

(esophageal; immunohistochem. mapping of distribution keratin 17 
in human epithelial tumors) 
IT Basal cell carcinoma 
Colon adenocarcinoma 
Dermatitis 

Endometrial adenocarcinoma 
Epidermis (skin) 
Epithelium 

Follicular carcinoma (thyroid) 
Gastric adenocarcinoma 
Hepatoma 

Lung adenocarcinoma 
Medullary thyroid carcinoma 
Melanoma 

Pancreatic adenocarcinoma 
Papillary carcinoma (thyroid) 
Prostatic adenocarcinoma 
Renal cell carcinoma 
Small-cell carcinoma (lung) 
Squamous cell carcinoma 
Squamous cell carcinoma (lung) 
Squamous cell carcinoma (skin) 

(immunohistochem. mapping of distribution keratin 17 in human 
epithelial tumors) 
IT Breast tumors 

(infiltrating lobular; immunohistochem. mapping of distribution 
keratin 17 in human epithelial tumors) 
IT Pancreatic tumors 

(islet of Langerhans; immunohistochem. mapping of distribution 
keratin 17 in human epithelial tumors) 
IT Keratins 

RL: BOC (Biological occurrence); BIOL (Biological study); OCCU 
(Occurrence) 

(keratin 17; immunohistochem. mapping of distribution keratin 17 
in human epithelial tumors) 
IT Squamous cell carcinoma 

(larynx; immunohistochem. mapping of distribution keratin 17 in 
human epithelial tumors) 
IT Mammary epithelium 
Salivary gland 
Sweat gland 

(myoepithelium; immunohistochem. mapping of distribution keratin 
17 in human epithelial tumors) 
IT Neural tumors 

(peripheral, sheath; immunohistochem. mapping of distribution 
keratin 17 in human epithelial tumors) 
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IT Salivary gland diseases 

(pleomorphic adenoma; immunohistochem. mapping of distribution 

keratin 17 in human epithelial tumors) 
IT Lung tumors 

(pleura, mesothelioma; immunohistochem. mapping of distribution 

keratin 17 in human epithelial tumors) 
IT Sebaceous gland 

(reserve cell; immunohistochem. mapping of distribution keratin 

17 in human epithelial tumors) 
IT Adenoma 

(salivary gland pleomorphic; immunohistochem. mapping of 

distribution keratin 17 in human epithelial tumors) 
IT Tumors ( animal ) 

(salivary gland, parotid adenoid cystic carcinoma; 

immunohistochem. mapping of distribution keratin 17 in human 

epithelial tumors) 
IT Synovial membrane 

(sarcoma, biphasic; immunohistochem. mapping of distribution 

keratin 17 in human epithelial tumors) 
IT Synovial membrane 

(sarcoma, monophasic spindle cell; immunohistochem. mapping of 

distribution keratin 17 in human epithelial tumors) 
IT Testicular tumors 

(seminoma; immunohistochem. mapping of distribution keratin 17 in 

human epithelial tumors) 
IT Ovarian tumors 

(serous cystadenoma; immunohistochem. mapping of distribution 

keratin 17 in human epithelial tumors) 
IT Ovarian carcinoma 

(serous papillary carcinoma; immunohistochem. mapping of 

distribution keratin 17 in human epithelial tumors) 
IT Hair 

(shaft cell; immunohistochem. mapping of distribution keratin 17 
in human epithelial tumors) 
IT Ulcer 

(skin; immunohistochem. mapping of distribution keratin 17 in 

human epithelial tumors) 
IT Intestinal tumors 

(small intestine, carcinoid; immunohistochem. mapping of 

distribution keratin 17 in human epithelial tumors) 
IT Intestinal tumors 

(small intestine, colon carcinoma-like; immunohistochem. mapping 

of distribution keratin 17 in human epithelial tumors) 
IT Larynx ^ 

(squamous cell carcinoma; immunohistochem. mapping of 

distribution keratin 17 in human epithelial tumors) 
IT Bladder carcinoma 
Cervical carcinoma 
Esophageal carcinoma 

(squamous cell; immunohistochem. mapping of distribution keratin 

17 in human epithelial tumors) 
IT Sarcoma 

(synovial membrane, biphasic; immunohistochem. mapping of 
distribution keratin 17 in human epithelial tumors) 
IT Sarcoma 

(synovial membrane, monophasic spindle cell; immunohistochem. 
mapping of distribution keratin 17 in human epithelial 

Page 56 



Caputa US 08/560,024 

tumors ) 

IT Lymphoma 

Thymus tumors 

(thymoma; immunohistochem. mapping of distribution keratin 17 in 

human epithelial tumors) 
IT Bladder carcinoma 

(transition cell; immunohistochem. mapping of distribution 

keratin 17 in human epithelial tumors) 
IT Pleural diseases 

(tumor, mesothelioma; immunohistochem. mapping of 

distribution keratin 17 in human epithelial tumors) 
IT Small intestine 

(tumors, carcinoid; immunohistochem. mapping of 

distribution keratin 17 in human epithelial tumors) 
IT Biliary tract 

(tumors, cholangioma; immunohistochem. mapping of 

distribution keratin 17 in human epithelial tumors) 
IT Small intestine 

(tumors, colon carcinoma-like; immunohistochem. mapping 

of distribution keratin 17 in human epithelial tumors) 
IT Salivary gland diseases 

(tumors, parotid adenoid cystic carcinoma; 

immunohistochem. mapping of distribution keratin 17 in human 

epithelial tumors) 
IT Islet of Langerhans 

(tumors; immunohistochem. mapping of distribution 

keratin 17 in human epithelial tumors) 
IT Skin diseases 

(ulcer; immunohistochem. mapping of distribution keratin 17 in 

human epithelial tumors) 
IT Ovarian carcinoma 

(undifferentiated; immunohistochem. mapping of distribution 

keratin 17 in human epithelial tumors) 

L6 ANSWER 2 OF 8 HCAPLUS COPYRIGHT 1998 ACS 
AN 1996:517504 HCAPLUS 
DN 125:192240 

TI Monoclonal antibodies against recombinant MAGE-1 protein 

identify a cross-reacting 72-kDa antigen which is co-expressed with 

MAGE-1 protein in melanoma cells 
AU Carrel, Stefan; Schreyer, Magali; Spagnoli, Giulio; Cerottini, 

Jean-Charles; Rimoldi, Donata 
CS Ludwig Institute Cancer Research, University Lausanne, Epalinges, 

1066, Switz. 
SO Int. J. Cancer (1996), 67(3), 417-422 

CODEN: IJCNAW; ISSN: 0020-7136 
DT Journal 
LA English 

AB The MAGE-1 gene codes for tumor-assocd. peptides recognized by 

cytolytic T lymphocytes in assocn. with MHC class I mols. such as 
HLA-A1 and HLA-Cwl6. In the course of a study aimed at the 
immunohistochem. detection of the MAGE-1 gene product in tumor 
samples, 2 mouse monoclonal antibodies (MAbs) directed against a 
full-length recombinant MAGE-1 fusion protein were found to react 
strongly not only with the 46-kDa MAGE-1 

protein, but also with a 72-kDa product in immunoblots of lysates 
obtained from several MAGE-l-mRNA-pos . melanoma cell lines. 
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Pre-incubation of the antibodies with the recombinant MAGE-1 fusion 
protein abolished their reactivity both with MAGE-1 protein and with 
the 72-kDa product, thus confirming the occurrence of antigenic 
determinant (s) shared by the 2 proteins. The 72-kDa protein is not 
an alternative product of MAGE-1, since it was still detected in 
lysates of a MAGE-1 loss variant derived from a MAGE-l-pos. melanoma 
cell line. Moreover, the 72-kDa protein does not appear to be a 
product of the other members of the MAGE gene family known to be 
expressed in tumors (such as MAGE-2, -3, -4 and -12) . 
Interestingly, expression of the 72-kDa protein was correlated with 
that of MAGE-1 protein. Thus, in 30 tumor cell lines analyzed by 
immunoblotting and RT-PCR, the 72-kDa protein was never detected in 
MAGE-l-mRNA-neg. cell lines, while it was co-expressed with MAGE-1 
protein in 12 out of 15 cell lines expressing MAGE-1. Furthermore, 
the 72-kDa protein was detected in lysates of human testis, the only 
normal tissue known to express MAGE-1. Finally, treatment of MAGE-1 
mRNA-neg. cell lines with 5-aza-2 1 -deoxycytidine, a hypomethylating 
agent known to induce MAGE-1 expression, resulted in the expression 
of the 72-kDa protein. Taken collectively, these findings suggest 
that expression of the gene encoding the 72-kDa protein identified 
in this study through antigenic determinant (s) shared with MAGE-1 
protein is regulated in a way similar to that of MAGE-1. 

CC 14-1 (Mammalian Pathological Biochemistry) 

IT Antigens 

RL: BPR (Biological process); BIOL (Biological study); PROC 
(Process) 

(MAGE-1; monoclonal antibodies to MAGE-1 
cross-react with 72 kDa protein in melanoma cells) 
IT Testis 

(monoclonal antibodies to MAGE-1 cross-react with 72 
kDa protein in) 
IT Melanoma 

(monoclonal antibodies to MAGE-1 cross-react with 72 
kDa protein in melanoma cells) 
IT Proteins, specific or class 

RL: BOC (Biological occurrence) ; BPR (Biological process) ; MFM 
(Metabolic formation); PRP (Properties); BIOL (Biological study); 
FORM (Formation, nonpreparative) ; OCCU (Occurrence); PROC (Process) 
(72, 000-mol . -wt . , monoclonal antibodies to MAGE-1 
cross-react with 72 kDa protein in melanoma cells) 
IT Antibodies 

RL: BPR (Biological process); BIOL (Biological study); PROC 
( Process ) 

(monoclonal, monoclonal antibodies to MAGE-1 
cross-react with 72 kDa protein in melanoma cells) 

L6 ANSWER 3 OF 8 HCAPLUS COPYRIGHT 1998 ACS 
AN 1996:150834 HCAPLUS 
DN 124:228283 

TI Expression of MAGE-1, MAGE-2, MAGE 

-3/-6 and MAGE-4a/-4b genes in ovarian tumors 
AU Yamada, Akira; Kataoka, Akio; Shichijo, Shigeki; Kamura, Toshiharu; 

Imai, Yasuhisa; Nishida, Takashi; Itoh, Kyogo 
CS School of Medicine, Kurume University, Kurume, 830, Japan 
SO Int. J. Cancer (1995), Volume Date 1995, 64(6), 388-93 

CODEN: IJCNAW; ISSN: 0020-7136 
DT Journal 
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LA English 

AB MAGE genes encoding tumor-rejection antigens recognized by cytotoxic 
T lymphocytes are expressed at the mRNA level in various malignant 
tumors. The authors have investigated the expression of genes 
MAGE-1, -2, -3/-6, and -4a/-4b at the mRNA level in malignant and 
non-malignant ovarian tumors as well as in normal ovaries by reverse 
transcription-polymerase chain reaction. MAGE-1, -2, -3/-6, and 
-4a/-4b were expressed in 12, 5, 11, and 4 of 58 malignant tumors, 
resp. The majority of these MAGE-mRNA-pos . tumors were histol. 
surface-epithelial-stromal tumors, in particular serous 
adenocarcinomas. They mostly consisted of either advanced-stage or 
recurrent tumors. In contrast, neither benign tumors nor normal 
ovaries expressed any of the MAGE genes investigated. A 46 
-kDa MAGE-1 protein was identified in MAGE-l-mRNA-pos . 
serous adenocarcinomas by immunoblot anal, with polyclonal 
anti-MAGE-1 antibody. These results provide important information 
for specific immunotherapy of ovarian serous adenocarcinomas with 
MAGE gene products. 

CC 14-1 (Mammalian Pathological Biochemistry) 
Section cross-reference (s) : 3, 15 

ST MAGE gene expression ovary tumor 

IT Gene, animal 

RL: BPR (Biological process) ; BIOL (Biological study) / PROC 
(Process) 

(MAGE-1; expression of MAGE-1, -2, -3/-6, and 
-4a/-4b genes in human ovarian tumors with the preferential 
expression of MAGE-1 and MAGE-3/-6 genes in 
serous adenocarcinomas) 
IT Gene, animal 

RL: BPR (Biological process); BIOL (Biological study); PROC 
(Process ) 

(MAGE -2 ; expression of MAGE-1, -2, -3/-6, and 
-4a/-4b genes in human ovarian tumors with the preferential 
expression of MAGE-1 and MAGE-3/-6 genes in 
serous adenocarcinomas ) 
IT Gene, animal 

RL: BPR (Biological process); BIOL (Biological study); PROC 
(Process) 

(MAGE- 3; expression of MAGE-1, -2, -3/-6, and 
-4a/-4b genes in human ovarian tumors with the preferential 
expression of MAGE-1 and MAGE-3/-6 genes in 
serous adenocarcinomas) 
IT Gene, animal 

RL: BPR (Biological process); BIOL (Biological study); PROC 
(Process) 

(MAGE-4a; expression of MAGE-1, -2, -3/-6, 

and -4a/-4b genes in human ovarian tumors with the preferential 
expression of MAGE-1 and MAGE-3/-6 genes in 
serous adenocarcinomas ) 
IT Gene, animal 

RL: BPR (Biological process); BIOL (Biological study); PROC 
(Process ) 

(MAGE-4b; expression of MAGE-1, -2, -3/-6, 

and -4a/-4b genes in human ovarian tumors with the preferential 
expression of MAGE-1 and MAGE-3/-6 genes in 
serous adenocarcinomas ) 
IT Gene, animal 
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RL: BPR (Biological process); BIOL (Biological study); PROC 
(Process) 

(MAGE- 6; expression of MAGE-1, -2, -3/-6, and 
-4a/-4b genes in human ovarian tumors with the preferential 
expression of MAGE-1 and MAGE-3/-6 genes in 
serous adenocarcinomas) 
IT Ovary, neoplasm 

(expression of MAGE-1, -2, -3/-6, and -4a/-4b genes in 
human ovarian tumors with the preferential expression of 
MAGE-1 and MAGE-3/-6 genes in serous 
adenocarcinomas ) 
IT Proteins, specific or class 

RL: BOC (Biological occurrence); BIOL (Biological study); OCCU 
(Occurrence) 

(gene MAGE-1; expression of MAGE-1, -2, 

-3/-6, and -4a/-4b genes in human ovarian tumors with the 

preferential expression of MAGE-1 and MAGE 

-3/-6 genes in serous adenocarcinomas) 
IT Ovary, neoplasm 

(arrhenoblastoma, expression of MAGE-1, -2, -3/-6, and 

-4a/-4b genes in human ovarian tumors with the preferential 

expression of MAGE-1 and MAGE-3/-6 genes in 

serous adenocarcinomas) 
IT Ovary, neoplasm 

(clear cell carcinoma, expression of MAGE-1, -2, -3/-6, 

and -4a/-4b genes in human ovarian tumors with the preferential 

expression of MAGE-1 and MAGE-3/-6 genes in 

serous adenocarcinomas) 
IT Ovary, neoplasm 

(dysgerminoma, expression of MAGE-1, -2, -3/-6, and 

-4a/-4b genes in human ovarian tumors with the preferential 

expression of MAGE-1 and MAGE-3/-6 genes in 

serous adenocarcinomas ) 
IT Ovary, neoplasm 

(endometrioid carcinoma, expression of MAGE-1, -2, 

-3/-6, and -4a/-4b genes in human ovarian tumors with the 

preferential expression of MAGE-1 and MAGE 

-3/-6 genes in serous adenocarcinomas) 
IT Ovary, neoplasm 

(granulosa cell, expression of MAGE-1, -2, -3/-6, and 

-4a/-4b genes in human ovarian tumors with the preferential 

expression of MAGE-1 and MAGE-3/-6 genes in 

serous adenocarcinomas) 
IT Ovary, neoplasm 

(metastasis, expression of MAGE-1, -2, -3/-6, and 

-4a/-4b genes in human ovarian tumors with the preferential 

expression of MAGE-1 and MAGE-3/-6 genes in 

serous adenocarcinomas) 
IT Ovary, neoplasm 

(mucinous adenocarcinoma, expression of MAGE-1, -2, 

-3/-6, and -4a/-4b genes in human ovarian tumors with the 

preferential expression of MAGE-1 and MAGE 

-3/-6 genes in serous adenocarcinomas) 
IT Mesonephros 

(neoplasm, ovarian yolk sac tumor, expression of MAGE 

-1, -2, -3/-6, and -4a/-4b genes in human ovarian tumors with the 

preferential expression of MAGE-1 and MAGE 
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-3/-6 genes in serous adenocarcinomas) 
IT Ovary, neoplasm 

(serous adenocarcinoma, expression of MAGE-1, -2, 
-3/-6, and -4a/-4b genes in human ovarian tumors with the 
preferential expression of MAGE-1 and MAGE 
-3/-6 genes in serous adenocarcinomas) 

L6 ANSWER 4 OF 8 HCAPLUS COPYRIGHT 1998 ACS 
AN 1995:995009 HCAPLUS 
DN 124:127118 

TI Delipidated purified polysaccharidic compound D25 preparation, and 

injectable composition comprising same 
IN Binz, Hans; Durand, Jacques; Cudennec, Claude-Alain; Normier, 

Gerard; Le Pape, Alain 
PA Pierre Fabre Medicament, Fr. 
SO PCT Int. Appl., 56 pp. 

CODEN: PIXXD2 
PI WO 9525128 Al 950921 
DS W: AU, CA, JP, NZ, US 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 
AI WO 95-FR311 950315 
PRAI FR 94-3072 940316 
DT Patent 
LA French 

AB A polysaccharide compd. D25, with a mol. wt . of .apprx.34 
kDa, extd. from the membrane proteoglycans of Klebsiella 
pneumoniae, is delipidated and purified so that an aq. soln. contg. 
the compd. no longer contains any C16 fatty acids or peptides 
whether free or combined with the said compd. The use of said 
prepn. in imaging, given the targeting properties of said compd., is 
also disclosed. Thus an injectable formulation comprised the 
purified carbohydrate 1 . 0 mg in an aq. soln. contg. NaCl at 1.0 mg. 
Such a soln. was labeled with 99mTc by the SnF2 method with ascorbic 
acid as stabilizing agent and was used for imaging of melanoma. 

IC ICM C08B037-00 

ICS A61K051-00; A61K031-715 

CC 63-6 (Pharmaceuticals) 

IT Melanoma 

(polysaccharidic formulation for imaging and diagnosis of) 
IT Macrophage 

(targeting properties of injectable formulation contg. 
polysaccharide for tumor imaging) 

L6 ANSWER 5 OF 8 HCAPLUS COPYRIGHT 1998 ACS 
AN 1995:222942 HCAPLUS 
DN 122:262435 

TI MAGE-1 gene product is a cytoplasmic protein 

AU Schult z-Thater , Elke; Juretic, Antonio; Dellabona, Paolo; Luescher, 
Urs; Siegrist, Walter; Harder, Felix; Heberer, Michael; Zuber, 
Markus; Spagnoli, Giulio C. 

CS Department of Surgery, University of Basel, Basel, Switz. 

SO Int. J. Cancer (1994), 59(3), 435-9 
CODEN: IJCNAW; ISSN: 0020-7136 

DT Journal 

LA English 

AB MAGE-1 gene encodes a human melanoma antigen, recognized by 

syngeneic cytotoxic T lymphocytes (CTL) . MAGE-1 transcripts are 
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also detectable in breast cancers, in non-small cell lung carcinomas 
and in central nervous system tumors. To identify, in cellular 
prepns . , the protein encompassing the antigenic peptide, the authors 
generated a panel of monoclonal antibodies (MAbs) against the MAGE-1 
gene product by using, as immunogen, a full-length recombinant 
prepn. (rMAGE-1) , obtained through expression cloning of the 
relevant gene in E. coli. Four reagents were obtained recognizing 
both rMAGE-1 and the 46-kDa native protein in 

cell lines expressing MAGE-1 mRNA. No positivity could be detected 
in MAGE-l-mRNA-neg. melanoma lines. No surface labeling of 
MAGE-l-pos. cell lines could be obsd. In contrast, on 
permeabilization of MZ2 melanoma cells, all 4 MAbs induced efficient 
staining, as detected by cytofluorog. Fluorescence microscopy shows 
that MAGE-1 gene product is a cytoplasmic protein clustered in 
paranuclear organelle-like structures. Thus, MAGE-1 protein 
location closely resembles that of P91A and P198 murine-tumor 
antigens . 

CC 14-1 (Mammalian Pathological Biochemistry) 

Section cross-reference (s) : 15 
IT Gene, animal 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(MAGE-1; human MAGE-1 gene antigen is 
cytoplasmic protein in melanoma) 
IT Antigens 

RL: ANT (Analyte) ; BOC (Biological occurrence); ANST (Analytical 
study); BIOL (Biological study); OCCU (Occurrence) 
(gene MAGE-1 ; human MAGE-1 gene antigen is 
cytoplasmic protein in melanoma) 
IT Cytoplasm 
Melanoma 

(human MAGE-1 gene antigen is cytoplasmic protein in 
melanoma) 
IT Antibodies 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 
(monoclonal, to gene MAGE-1 antigen; human MAGE 
-1 gene antigen is cytoplasmic protein in melanoma) 

L6 ANSWER 6 OF 8 HCAPLUS COPYRIGHT 1998 ACS 
AN 1994:131751 HCAPLUS 
DN 120:131751 

TI Identification of the MAGE-1 gene product by monoclonal 

and polyclonal antibodies 
AU Chen, Yao Tseng; Stockert, Elisabeth; Chen, Yachi; Garin-Chesa, 

Pilar; Rettig, Wolfgang J.; Van der Bruggen, P.; Boon, Thierry; Old, 

Lloyd J. 

CS New York Unit, Ludwig Inst. Cancer Res., New York, NY, 10021, USA 
SO Proc. Natl. Acad. Sci. U. S. A. (1994), 91(3), 1004-8 

CODEN: PNASA6; ISSN: 0027-8424 
DT Journal 
LA English 

AB The human MAG-1 gene encodes a melanoma peptide antigen recognized 
by autologous cytotoxic T lymphocytes. To produce antibodies 
against the MAGE-1 gene product, several approaches were taken. 
Three oligopeptides were synthesized based on predicted MAGE-1 amino 
acid sequences and were used to generate rabbit anti-peptide 
anti-sera. In addn., a truncated MAGE-1 cDNA was cloned into an 
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Escherichia coli expression vector, and recombinant protein was 
produced and purified. All three rabbit anti-peptide antisera 
showed reactivity against the immunizing peptide, and one reacted 
with the recombinant MAGE-1 protein by immunoblotting, but none 
reacted with cell lysates from MAGE-1 mNA-pos. cells. The 
recombinant MAGE-1 protein was then used for the generation of mouse 
monoclonal and rabbit polyclonal antibodies. One IgGl monoclonal 
antibody, MA454, as well as rabbit polyclonal antisera recognized a 
46-kDa protein in exts. of MAGE-1 mRNA-pos . 
melanoma cell lines. The antibodies showed no apparent 
cross-reactivity with products of the closely related MAGE -2 and 
MAGE-3 genes. Serol. typing of normal and tumor cell lysates was in 
full agreement with mRNA anal., showing expression of MAGE-1 protein 
in MAGE-1 mRNA-pos . testis and a subset of melanomas but not in 
MAGE-1 mRNA-neg. normal or tumor tissues. Transfection of the 
MAGE-1 gene into a MAGE-1 mRNA-neg. melanoma cell line resulted in 
the expression of the 46-kDa protein, confirming 
the identity of this protein as the MAGE-1 gene product. 

CC 15-2 (Immunochemistry) 

IT Proteins, specific or class 
RL: PREP (Preparation) 

(gene MAGE-1, monoclonal and polyclonal antibodies to, 
prepn. and reactivity of) 

IT Antibodies 

RL: PREP (Preparation) 

(to MAGE-1 gene product, prepn. and reactivity of) 

IT Antibodies 

RL: PREP (Preparation) 

(monoclonal, to MAGE-1 gene product, prepn. and 
reactivity of) 

L6 ANSWER 7 OF 8 HCAPLUS COPYRIGHT 1998 ACS 
AN 1994:125072 HCAPLUS 
DN 120:125072 

TI The melanocyte-stimulating hormone (MSH) receptor in M2R mouse 
melanoma tumors: solubilization and properties of 

the receptor-MSH complex and its covalently crosslinked conjugate 
AU Shafir, I.; Schmidt-Sole, J.; Shai, E.; Salomon, Y. 
CS Dep. Horm. Res., Weizmann Inst. Sci . , Rehovot, 76100, Israel 
SO Melanoma Res. (1993), 3(3), 157-68 

CODEN: MREEEH; ISSN: 0960-8931 
DT Journal 
LA English 

AB Several properties of the MSH receptor in solid melanotic and 

amelanotic mouse M2R tumor isografts were studied in C57BL mice. 
Using cell membrane fractions prepd. from such tumors and the 
superpotent [Nle4, D-Phe7] . alpha. MSH analog, the affinity and 
receptor contents of the two tumor variants were similar. When 
occupied by MSH, the receptor-MSH complex (R. cntdot . MSH) was readily 
sol. in cholate. In the solubilized form, R. cntdot. MSH was 
extremely stable and dissocd. to an extent of only 30% within 12 
days at 4. degree.. While this high stability can be maintained in 
the pH range of 7.0-8.5, the solubilized R. cntdot. MSH complex 
becomes increasingly unstable below pH 7.0 and totally dissocs. at a 
pH <6.0. In the membrane-bound form, the R. cntdot. MSH complex shows 
a parallel pH stability profile which is shifted down by approx. two 
pH units. In addn. to low pH, the R. cntdot. MSH complex becomes 
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unstable and totally dissocs. in the presence of 10 mM EGTA, 
suggesting that the calcium-sensitive function of the receptor is 
still assocd. with the receptor in the detergent-sol. state. The 
R.cntdot.MSH complexes in the sol. and membrane-bound forms are also 
totally resistant to proteolytic digestion by V8 protease, but were 
slowly digested by trypsin. Treatment of R.cntdot.MSH with 
l-ethyl-3- ( 3-dimethylamino-propyl ) carbodiimide hydrochloride or 
bis (sulfosuccinimidyl) suberate led to covalent crosslinking of MSH 
to the receptor mol . The electrophoretic mobility on SDS-PAGE of 
the 43/46 kDa doublet of the receptor-MSH 

conjugate (R*MSH) was identical to the photoaf f inity labeled MSH 
receptor product described earlier in cultured M2R cells. However, 
the efficiency of prodn. of the crosslinked product was .apprx.30%, 
much higher than that achieved previously by photoaf f inity labeling. 
Using rabbit polyclonal ant i- . alpha . MSH antibodies, the R*MSH 
conjugate was identifiable on Western immunoblots. These results 
provide a basis for further development of procedures for purifn. of 
the MSH receptor mol. and studying its protein structure. 
CC 2-1 (Mammalian Hormones) 

Section cross-reference (s) : 14 
ST MSH receptor melanoma solubilization 
IT Receptors 

RL: PROC (Process) 

(MSH, from melanoma, solubilization of, in complexes 
with ligand and crosslinked conjugate) 
IT Melanoma 

(amelanotic, MSH receptor of, solubilization of) 
IT Melanoma 

(melanotic, MSH receptor of, solubilization of) 
IT 9002-79-3, Melanocyte-stimulating hormone 
RL: ANST (Analytical study) 

(receptor for, solubilization of, from melanomas in 
complexes with ligand and crosslinked conjugate) 

L6 ANSWER 8 OF 8 HCAPLUS COPYRIGHT 1998 ACS 
AN 1990:53087 HCAPLUS 
DN 112:53087 

TI Synthesis of vitamin K-dependent proteins by cultured human 

tumor cells 
AU Al-Mondhiry, Hamid; Wallin, Reidar 

CS Coll. Med., Pennsylvania State Univ., Hershey, PA, 17033, USA 
SO Thromb. Haemostasis (1989), 62(2), 661-6 

CODEN: THHADQ; ISSN: 0340-6245 
DT Journal 
LA English 

AB The observation that warfarin inhibits the growth and metastasis of 
certain types of clin. and exptl. tumors suggests a role for vitamin 
K in tumor biol. The synthesis of vitamin K-dependent proteins was 
investigated in four malignant (lung epidermoid carcinoma, melanoma, 
colon adenocarcinoma, and breast adenocarcinoma) and three normal 
(colon epithelium, breast epithelium, and fibroblasts) cell lines of 
human origin grown in tissue cultures. The results show the 
following: 1) vitamin K-dependent carboxylase activity is present in 
all of the malignant and normal cell lines studied; 2) the 
malignant, as well as normal, cell lines synthesize a family of 
vitamin K-dependent proteins, and microsomal precursors of these 
proteins with apparent mol. masses of 74, 62, and 34 
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kDa are common to all malignant and normal cell lines, 
whereas precursors of higher and lower mol. mass seem to be 
synthesized by some but not all tumor cell lines; and 3) the 74-kDa 
precursor synthesized by colon carcinoma and breast carcinoma was 
pos. identified as a precursor of protein S. 
CC 14-1 (Mammalian Pathological Biochemistry) 

Section cross-reference (s) : 13 
ST vitamin K protein formation tumor cell 
I T Melanoma 

Neoplasm, metabolism 

(vitamin K-dependent protein formation by, of humans, 
tumor growth and metastasis and tumor-assocd. 
hypercoagulable states in relation to) 
IT Intestine, neoplasm 

(colon, adenocarcinoma, vitamin K-dependent protein formation by, 
of humans, tumor growth and metastasis and 
tumor-assocd. hypercoagulable states in relation to) 
IT Lung, neoplasm 

(epidermoid carcinoma, vitamin K-dependent protein formation by, 
of humans, tumor growth and metastasis and 
tumor-assocd. hypercoagulable states in relation to) 
IT Mammary gland 

(neoplasm, adenocarcinoma, vitamin K-dependent protein formation 
by, of humans, tumor growth and metastasis and 
tumor-assocd. hypercoagulable states in relation to) 
IT Proteins, specific or class 
RL: BIOL (Biological study) 

(. gamma . -carboxyglutamic acid-contg., 34 , 000-mol . -wt . , formation 
of vitamin K-dependent, by neoplastic and normal cells of humans, 
tumor growth and metastasis and tumor-assocd. 
hypercoagulable states in relation to) 
IT Proteins, specific or class 
RL: BIOL (Biological study) 

(. gamma . -carboxyglutamic acid-contg., 62, 000-mol . -wt . , formation 
of vitamin K-dependent, by neoplastic and normal cells of humans, 
tumor growth and metastasis and tumor-assocd. 
hypercoagulable states in relation to) 
IT Proteins, specific or class 
RL: BIOL (Biological study) 

(. gamma . -carboxyglutamic acid-contg., 74 , 000-mol . -wt . , formation 
of vitamin K-dependent, by neoplastic and normal cells of humans, 
tumor growth and metastasis and tumor-assocd. 
hypercoagulable states in relation to) 
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